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Summary
Purpose Allergen immunotherapy (AIT) is the only
disease-modifying treatment for allergic rhinitis (AR)
and asthma (AA) with increasing efficacy observed
during the recommended 3 years of treatment and the
potential for medium and long-term benefits. Adher-
ence is of utmost importance to achieve these goals
in real life. The objective of this study was to evaluate
real-world adherence to house dust mite (HDM) AIT
with a subcutaneous (SCIT) allergoid preparation and
a sublingual (SLIT) tablet.
Patients and methods In this retrospective cohort
analysis of a German longitudinal prescription data-
base, patients receiving either a HDM-SCIT allergoid
(n= 5677) or a HDM-SLIT tablet (n=4720) were
compared over a 3-year observation period. Study
endpoints included adherence and days on therapy
(DoT). Univariate statistical tests were used to assess
the significance of the differences between SCIT vs.
SLIT or the age classes.
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Results Based on the number of reimbursed prescrip-
tions SCIT adherence was 55.0% after 3 years while
SLIT adherence was remarkably lower with 30.3%
(p< 0.0001). The difference was observed already af-
ter first and second year of treatment and was in favor
of SCIT with 93.2% vs. 63.2% and 70.9% vs. 43.4%,
respectively. After 3 years, days on therapy were sig-
nificantly higher in the SCIT group with 824 days vs.
491 days (p<0.0001) showing significantly better data
for all age groups. Adherence to SCIT was the high-
est in children, followed by adolescents and adults
while the adherence to SLIT was higher in adults than
adolescents.
Conclusion In this retrospective real-world cohort
analysis in Germany, patients on subcutaneous AIT
for HDM respiratory allergy achieved significantly
higher adherence rates compared to the HDM-SLIT
tablet over a 3-year treatment period. In addition,
days on therapy were significantly higher for SCIT
than for SLIT. It was shown that in real life sig-
nificantly more patients receiving SCIT stay on the
recommended treatment period of 3 years compared
to SLIT subjects. This is important since effectiveness
has been demonstrated to be linked with therapy
duration.
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Abbreviations
AA Allergic asthma
AR Allergic rhinitis
AIT Allergen immunotherapy
DoT Days on therapy
HDM House dust mites
QoL Quality of life
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RCT Randomized controlled trial
RWE Real-word evidence
SCIT Subcutaneous immunotherapy
SLIT Sublingual immunotherapy
WHO World Health Organization

Introduction

Respiratory allergic diseases including allergic rhinitis
(AR) and allergic asthma (AA) demonstrate increase in
prevalence rates worldwide and are underrecognized
for their impact on health and daily living [1]. AR and
AA can be considered as chronic diseases with po-
tentially serious impact on patients’ functioning and
quality of life (QoL) and are associated with signif-
icant morbidity and extensive costs. AR affects the
nose and possibly the eyes, resulting in a chronic,
mostly eosinophilic, inflammation of the nasal mu-
cosa and conjunctiva. It may be associated with si-
nusitis, hearing problems, and asthma. Even if there
are no asthmatic symptoms at the beginning, AR can
develop into AA over time. Thus, it is advisable not
to treat only the symptoms and to provide short-time
relief by pharmacotherapy but to alter the course of
the disease [2, 3]. The only causative treatment of AR
and AA is AIT [2, 4]. During AIT, the immune sys-
tem develops tolerance to the triggering allergen due
to the activation of allergen specific T regulatory cells
subsets with the following desensitization measured
by decreased IgE and increased IgG4. In addition to
desensitization and thereby ameliorating symptoms,
AIT also delivers long-term clinical benefits that may
persist for years after discontinuation of the treatment
and prevents the development of asthma [2, 5, 6]. Its
efficacy in allergic rhinoconjunctivitis and asthma has
been well established in several meta-analyses com-
prising many randomized controlled studies [7, 8].

In Europe, 26.5% of sensitized subjects suffer from
a clinically relevant allergy to Dermatophagoides
pteronyssinus, while between 11.4% in Austria and
63.5% in Portugal are allergic to Dermatophagoides
farinae [9]. Allergic conditions due to HDM may
result in symptoms affecting the entire respiratory
system causing respiratory allergic diseases. For AIT,
both SCIT (subcutaneous immunotherapy) and SLIT
(sublingual immunotherapy) preparations are avail-
able. According to current international and national
guidelines, AIT should encompass at least 3 consec-
utive years [2, 4]. Adherence is a challenge for all
treatments that should be taken or applied on a reg-
ular basis for a long period of time. There is a strong
evidence that many patients with chronic disease
experience difficulties in adherence to their recom-
mended regimens. All over the world, nonadherence
is a major problem to achieve a desired treatment
outcome. According to the WHO, rates of nonadher-
ence among patients with asthma range from 30%
to 70% [10]. Failure to adhere to a regular medica-
tion plan results in poor disease control with clinical

consequences like worsening of symptoms, deterio-
ration of the disease, decreased QoL and in economic
consequences such as increased hospitalizations and
waste of health care resources [10]. For AIT, adher-
ence is of utmost importance, as lack of adherence is
a contraindication, since the benefit of AIT depends
on the duration of treatment [2, 4]. When adhering
to the recommended regimen, a reduced likelihood
of developing asthma up to 2 years post AIT has been
shown for pollen-allergic children and adolescents
with AR after a 3-year treatment [2].

In contrast to randomized controlled trials (RCTs)
with a clearly defined patient population and sched-
uled treatments, real-world evidence (RWE) data allow
the investigation of real-life patients and their perfor-
mance, making estimates of effectiveness including
analysis of adherence possible [11, 12]. In order to
obtain the adherence data, the objective of this RWE
study was to analyze data from patients treated with
allergoid HDM-SCIT and HDM-SLIT tablet over a pe-
riod of 3 consecutive years with regard to medication
adherence and analyze the days on therapy.

Methods

Data source

The analyses were carried out using the retrospec-
tive database IMS® LRx (IQVIA, Germany) which is
based on reimbursed prescriptions of patients in Ger-
many. The database covers about 82% of the statuto-
rily insured population. Data are available at patient
level (fully anonymized in accordance with German
data protection legislation) and patients are trackable
across pharmacies and physicians. The data include
demographic information (sex, age) and all informa-
tion related to prescriptions (e.g., prescription date,
product, form, package size, package count, prescrib-
ing specialist). There is no information related to di-
agnoses in IMS® LRx.

Overall analysis

The overall analysis period was from January 2015 to
December 2019. Patients with at least one prescrip-
tion for either the HDM-SCIT allergoid (Acaroid®, Al-
lergopharma GmbH & Co. KG, Reinbek, Germany)
or the HDM-SLIT tablet (Acarizax®, ALK-Abelló, Hor-
sholm, Denmark) in the calendar year 2016 were se-
lected, the first prescription that year being desig-
nated as the index prescription and its date as the
index date. Patients were further validated for inclu-
sion as being at least 5 years old (SCIT allergoid) or
12 years old (SLIT tablet) on the index date, not having
had any previous mite AIT prescriptions and having
had at least two focus prescriptions for one of the two
products in the database. Prescription duration was
imputed according to the manufacturer’s recommen-
dation and package size, and for the mite allergoid the
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Table 1 Patient counts and statistics for days on therapy by AIT product and age class

HDM-SLIT tablet HDM-SCIT allergoid

Total 12–17 years 18+ years Total 5–11 years 12–17 years 18+ years

Total patient count 4720 255 4465 5677 977 1049 3651

Days on therapy statistics

Mean 491.4 397.5 496.7 823.7 883.4 828.4 806.4

Standard deviation 330.5 301.1 331.4 271.1 259.8 269.5 272.2

Lower quartile 180 120 180 597 777 630 567

Median 438 271 446 927 995 927 898

Upper quartile 817 669 823 1060 1080 1061 1050

package type (starter or maintenance) was addition-
ally considered. From the prescription data, patients’
adherence to focus therapy was calculated from the
index until the first of the following events:

� Expiry of the last focus prescription
� Therapy pause between successive prescriptions

(end of one to prescription of next) exceeding
9 months (274 days)

� Prescription of a nonfocus mite AIT product.

Since the maximum permitted pause between pre-
scriptions was 9 months, it was not possible to state
with acceptable certainty whether a patient whose
therapy ended later than the 1 April 2019 (database
end (31 December 2019) minus maximum therapy
pause (=9 months)) had a true treatment cessation
or might have continued giving a database update. In
order to avoid a bias in the patients’ composition af-
ter that date, the patients were not analyzed after this
time point.

Study endpoints

Adherence
Adherence curves were calculated from the above in-
formation according to the Kaplan–Meier method for
the period of up to 3 years (1095 days) after the index
date. Separate curves were assessed for each prod-
uct and, within product, for the index age classes
(5–11 years, 12–17 years, 18+ years; the first of these
only for the HDM-SCIT allergoid). Mean and median
adherence was calculated from the curves.

Days on therapy
For the period of adherence, the total days on therapy
were calculated by summing up the expected pre-
scription durations of all focus prescriptions given
within the adherence period. Duplicate days due
to overlaps between prescriptions were reduced to
single days and excess package reserve extending
beyond the censoring date was not included in the
analysis. Descriptive statistics (means, standard devi-
ations, medians) were generated from the values thus
obtained.

Statistical testing

For both adherence and days on therapy, the differ-
ence between the focus products and, within prod-
ucts, the age classes, were tested for statistical sig-
nificance. For adherence, the curves were compared
using a log-rank test whereas for days on therapy,
due to the skewed distributions and observed het-
eroscedasticity (unequal scatter), nonparametric test-
ing (Kruskal–Wallis test) was carried out. For both
outcomes, the test was done on an all-against-all age
class basis for the three age groups (mite allergoid),
with a Bonferroni correction applied in each case to
maintain the overall p-value for H0 at 0.05.

The software used for all analyses was SAS 9.4.

Results

A total of 10,397 patients were included in the analyses
after all exclusion criteria had been applied, 5677 re-
ceiving the HDM-SCIT allergoid and 4720 the HDM-
SLIT tablet. Of these, 78% were adults, 22% adoles-
cents and children aged 5–17 years (Table 1).

Adherence

The Kaplan–Meier curves (K-M curves) for adherence
showedmarked differences between the products that
were in favor of the SCIT allergoid and statistically
significant (p< 0.0001, Fig. 1). The SCIT product had
a distinctly superior adherence even at the end of the
first year of treatment (93.2% were adherent to the
HDM allergoid, 63.2% to the HDM tablet) that lasted
through the second year (70.9% vs. 43.4%, respec-
tively) to the end of the third year (55.0% vs. 30.3%,
respectively).

The age class related pattern for adherence dif-
fered markedly between the two products. Whereas
in SLIT patients, adults had a better adherence com-
pared to adolescents (Fig. 2), adherence decreased
with increasing age in the SCIT group (Fig. 3). For the
HDM-SLIT tablet, 22.6% of adolescent patients were
still adherent to the therapy after 3 years, whereas the
same value was 30.7% in adults (Fig. 2). This differ-
ence developed gradually over the course of the adher-
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Fig. 1 Kaplan–Meier curves
for adherence in patients
receiving HDM-SCIT with
allergoid (n= 5677) or HDM-
SLIT with a tablet (n= 4720)
with the results of the log-
rank comparisons between
the curves

Fig. 2 Kaplan–Meier curve
for adherence in patients re-
ceiving AIT with the HDM-
SLIT tablet by age class
with the results of the
log-rank comparisons be-
tween curves (n= 255,
12–17 years; n= 4465,
≥18 years)

ence curve and was statistically significant (p= 0.0001,
Fig. 2).

In the SCIT group, on the other hand, adherence
rates ranged between 93.0% and 93.8% for all age
groups at the end of the first year showing almost no
difference. Thereafter, they diverged gradually. At the
end of the third year, 68.5% of children, 57.6% of ado-
lescents and 50.6% of adults remained adherent. All
differences were significant (p< 0.0001 for all compar-
isons, Fig. 3).

Days on therapy

The results for DoT largely reflected those of the
adherence analysis (Table 1, Fig. 4). Patients be-
ing treated with the SLIT tablet had a lower mean

DoT value (491 days) than those in the SCIT group
(824 days). Adolescents receiving SLIT (398 days) had
almost 100 fewer days on therapy than the respective
adults (497 days). For the SCIT allergoid, the age
class differences were obviously lower ranging from
806 to 883 DoT (Fig. 4). All comparisons were found
to be significant (p=0.0344 for SCIT allergoid adults
vs. adolescents, p<0.0001 for all other comparisons,
Fig. 4).

Discussion

Allergic diseases may cause not only severe symp-
toms but potentially have a serious impact on pa-
tients’ overall health status and quality of life [1, 3].
In contrast to symptomatic treatment, AIT not only
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Fig. 3 Kaplan–Meier curves
for adherence in patients re-
ceiving AIT with the HDM-
SCIT allergoid by age class
with the results of the
log-rank comparisons be-
tween the curves (n= 977,
5–11 years; n= 1049,
12–17 years; n= 3651,
≥18 years)

Fig. 4 Days on therapy for
the HDM-SCIT with an al-
lergoid and HDM-SLIT with
a tablet. a The HDM SLIT
tablet has no marketing au-
thorization for children

ameliorates the symptoms but in addition has the ca-
pacity to change the natural course of disease and
achieve long-term clinical benefits after termination
of AIT [2, 3]. National and international guidelines
recommend administering of AIT for at least 3 years
[2, 4]. In order to achieve the long-term efficacy, med-
ication adherence is paramount because the success
of AIT depends on the duration of treatment. There-
fore, it is particularly important that AIT is carried out
in accordance with the prescriber’s recommendations
[4, 13]. However, adherence is a challenge in chronic
diseases especially if the disease is considered not very
serious like it is often the case in allergy. It was shown
that the greater the perceived disease severity the bet-
ter drug compliance [14]. Medication adherence is
defined as an active, cooperative and voluntary partic-
ipation of the patient on following recommendations
from a healthcare provider, e.g., regarding timing, fre-
quency and dosage [15]. RWE analyses are an ideally
suited study model because they provide information

on treatment practices in specific populations with-
out a predetermined study protocol. As the efficacy of
a medication is directly influenced by its adherence in
daily life, RWE data offer valuable clues towards effec-
tiveness in addition to the efficacy proven in RCTs (so-
called maximum efficacy). This maximum efficacy is
modified in two steps when transferring the treatment
into real life. The first step is “from bench to bedside”
and the efficacy is reduced due to transfer and im-
plementation losses in hospitals. In the second step
“from bedside to routine care” a further reduction in
efficacy is seen when another loss in implementation
is added to the previously mentioned challenges in
daily routine care. These steps lead from the maxi-
mum efficacy in RCTs to a downscaled effectiveness
in real life where adherence plays a major role [16].

The aim of this controlled retrospective RWE study
was to investigate adherence to AIT over a period of
3 years. The patients were treated with two different
HDM AIT preparations, either a subcutaneous HDM
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allergoid or a sublingual HDM tablet. The prepara-
tions were chosen because at the time of the index
period both products were market leaders in their
respective segment (HDM-SCIT or HDM-SLIT; inde-
pendent data from IMS® Pharmascope, IQVIA, MAT
12/2016). At the end of the third year, adherence
for both SCIT and SLIT was not as high as recom-
mended and reflects the common challenge of adher-
ence for long-term treatments [10]. Nevertheless, the
overall adherence for the recommended 3-year treat-
ment period for SCIT was significantly higher than for
SLIT. The Kaplan–Meier curves as a demonstration for
time-dependent events show favorable data for SCIT
vs. SLIT already in year one and two until the end of
the third year (55.0% vs. 30.3%, respectively). More
than a third had discontinued SLIT yet after the first
year.

The observed adherence rates in our analysis are
generally similar to the results of previous studies
across Europe with a slight trend towards higher val-
ues [17, 18]. In the present study, adherence was
defined as the time from the first focus prescription
to the expiry of the last focus prescription. Using the
same definition, another German RWE data analysis
by Jutel et al. using the same SCIT allergoid led to
different results: adherence after year two (63.8%)
and year three (38.6%) was considerably lower than in
the present study [18]. Though investigating the same
HDM SCIT preparation, the data are not directly com-
parable due to the different approaches used. Jutel
et al. investigated data from 2008–2017 comprising
4 years after the index prescription while this data
analysis covers the years 2015–2019 with an observa-
tion period of 3 years after the index prescription.

When analyzing different pollen SCIT and SLIT
products in our previous RWE analysis, we showed
lower results for SCIT than in this study with nearly
61% after year two and approximately 36% after three
years. For SLIT (investigating both tree pollen drops
and grass pollen tablets), the values were even lower
than in this analysis with a range from 29.6% to 36.9%
and merely 9.6% to 18.2% after year two and three,
respectively. Different from HDM AIT adherence our
previous analysis of grass and pollen AIT adherence
covers pre-, pre-coseasonally or perennially adminis-
tration schemes which contrasts with HDM AIT being
administered perennially only. Therefore, despite the
same definition of adherence different SCIT and SLIT
outcomes for HDM vs. pollen may be possible.

The described patient population included adoles-
cents and adults for the SLIT group while the SCIT
group additionally comprised children. The reason for
this difference is that the SLIT tablet is not approved
for children while the SCIT product can be adminis-
tered starting at the age of 5 years. Splitting the results
into different age groups showed the best adherence
in children followed by adults and adolescents when
being treated with the SCIT allergoid. Previous anal-
yses showed the same adherence trend during SCIT

for the different age groups as in our analysis with
children being more adherent than adults and adoles-
cents [18–20]. This may be explained by the parental
care wanting the best for their children and thus be-
ing very consistent with the implementation of the
treatment plan. Adults often prioritize other things
especially when considering an allergy as a nonseri-
ous disease and neglect the treatment. In line with
other studies the outcome of this study demonstrates
that adherence depends on the patient’s mindset and
that guidance either from HCPs or parents can have
significant influence on it [10, 21, 22].

In general, published data indicate that nonadher-
ence is more common among adolescents [23]. Med-
ication adherence in adolescents is low even when
suffering from chronic diseases which demand regular
drug use like multiple sclerosis [24], diabetes [25] or
epilepsy [26, 27]. Adolescents have a sense of excep-
tionalism and immortality [25], are looking for free-
dom, being independent, tending to trivialize their
disease(s) and/or not willing to accept any discom-
fort from adverse events. This might be the reason for
significantly less adherence to the self-administered
SLIT than in adults because of the inconvenience of
taking the tablets every day. Available evidence sug-
gests that adolescents and parents disagree on who
is primarily responsible for medication use. Physician
involvement and frequency of interaction between the
patients and physician aids to better adherence [20,
28] which might be the reason that adherence in ado-
lescents is higher to SCIT (57.6%) than to SLIT (22.6%)
in the analysis at hand.

No need to visit the doctor’s office regularly is in fa-
vor of SLIT which can be administered at home. Doc-
tor’s consultancy takes place on a quarterly basis only
which interferes less with the patient’s daily life. But it
seems that the regular contact between physician and
patient has a favorable influence on adherence. This
was already discussed in an Italian prospective study
investigating SLIT adherence in children and adoles-
cents over 3 years in relation to the frequency of doc-
tor’s visits. The group with regular visits showed sig-
nificantly lower withdrawal rates than the groups with
fewer visits. The authors concluded that SLIT should
be monitored frequently from the beginning to the
end of treatment to check the effective co-operation
of patients [29]. Thus, the above-mentioned advan-
tage for SLIT cannot be fully supported, whereas SCIT
seems to fulfill the criteria which enhance adherence.

The calculations of the days on therapy (DoT) un-
derline the better adherence data over time for SCIT
in comparison to SLIT. These results are in line with
other German RWE data where SCIT also showed con-
siderably greater DoT than SLIT [19]. Though our pre-
vious study investigated adherence of pollen-allergic
patients, the trend is the same with higher absolute
values than in this analysis because of the different
methodology. In our first study, we examined a pe-
riod of 8 years while in this study the observation
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was limited to 3 years. The reason for this is that the
SLIT tablet gained market access at the end of 2015
and therefore, it was not possible to prolong surveil-
lance. Hence, this study provides the first real-world
evidence data for the HDM-SLIT tablet.

Adherence rates from RCTs cannot be transferred
into real life as the setting is completely different. In
addition to a strict protocol, patients are often super-
vised by study nurses and might be paid for their par-
ticipation. These measures have a strong influence on
adherence and do not reflect daily life. Thus, reported
adherence rates show a great variance with ranges
from 18% to over 90% and were higher in clinical stud-
ies than real-life surveys with overlapping ranges for
SCIT and SLIT [2]. This present study confirms that
adherence in real life is generally lower than in con-
trolled studies.

Depending on selected methods, definitions and
parameters, results of “real life” adherence studies ex-
tremely vary and are not directly comparable. Sieber
et al. assessed medication adherence using prescrip-
tion renewal rates for grass pollen AIT in a represen-
tative population of patients in Germany to evaluate
whether the perception of superior adherence for the
subcutaneous route compared to the sublingual route
could be confirmed in clinical practice [30]. Contra-
dictory to our results the group observed significantly
higher adherence rates for SLIT than for SCIT. The
method was based on the simple calculation of the
number of packs ignoring the range of coverage which
probably influenced the results [30]. For our analysis,
in addition to the number of packs, each pack size was
considered and its days of coverage were calculated.
This incremental difference gives a more realistic view
compared to other studies [20, 30].

Several factors influencemedication adherence and
they are weighted differently [22, 31]. Patient-, physi-
cian- and therapy-related factors seem to be impor-
tant, overlapping with social parameters. These obser-
vations are in line with the WHO and its definition of
five dimensions that are essentially influencing adher-
ence [10]: (1) Social and economic factors; (2) Health
care team and system-related factors; (3) Condition-
related factors; (4) Therapy-related factors, and (5) Pa-
tient-related factors. Thus, adherence is a complex
construct with variable factors that need to be adapted
to the particular circumstances. The guideline recom-
mendation of at least 3 years of AIT duration is prob-
ably easier to achieve with SCIT than with SLIT in real
life.

The present study bares some limitations which
arose from the fact that secondary data was used for
the analyses resulting in unknown physician’s recom-
mendation as to the posology of the medication inves-
tigated. For the HDM tablet, this is irrelevant since the
posology is clearly defined by the manufacturer and
it is highly unlikely that the doctor intends the pa-
tient to deviate from it. For the HDM allergoid, there
is some variability with respect to the intervals be-

tween maintenance injections (“4 to 8 weeks”) so that
only average values could be applied. Since the per-
mitted gap of 9 months between prescriptions in the
adherence analysis will easily have sufficed to bridge
any gap arising from underestimation of prescription
duration and since any prescription overlap was elim-
inated in both analyses (adherence and days on ther-
apy), this limitation is expected to have had a minor
effect on the results.

Another limitation of this retrospective analysis
includes the assessment of reimbursed prescriptions
from the German statutory health insurance (GKV).
The actual number of SCIT injections or intake of SLIT
tablets cannot be extracted from such data. Such data
can only be obtained from randomized controlled
trials with strict monitoring and documentation pro-
cedures. However, the commonly high adherence in
clinical trials does not mirror the daily behavior of
patients in real life treatment but are the result from
strict management follow-up according to study plans
[2]. This is why we choose the well-established de-
sign approach based on GKV prescription data using
the coverage data given in the SmPCs of the prepa-
rations as base for calculation of adherence [18, 19,
32]. Another aspect of uncertainty may originate from
patients’ varying drug intake compared to the original
prescription not taking the drug as prescribed [33].
However, this might be more relevant for the SLIT
with tablets administered at home.

Conclusion

The data from this retrospective cohort adherence
analysis of a German longitudinal prescription data-
base revealed the challenge to follow the guideline-
recommended treatment duration of 3 years. During
the observation period, the analysis showed a higher
adherence for patients treated with a HDM-SCIT al-
lergoid compared to a HDM-SLIT tablet and a sig-
nificantly higher number of days on therapy in the
HDM-SCIT allergoid treated patients. More effective
tools for support and increase of adherence in AIT are
needed.
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