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ABSTRACT

Background: Allergen-specific immunotherapy (AIT) is safe and effective for the treatment of allergic
rhinitis and allergic asthma. However, patient non-compliance is a major barrier to achieving optimal
outcomes

Objective: To determine the level of compliance among patients using AIT and to identify factors
associated with non-compliance

Methods: A retrospective analysis using questionnaires was conducted to study compliance among 236
patients with allergic rhinitis with or without asthma who began AIT in 2009 or 2010

Results: The compliance rates at 3 y were 58.7% among patients on subcutaneous immunotherapy (SCIT)
and 11.6% among those on sublingual immunotherapy (SLIT). The mean durations of treatment with SCIT
and SLIT were 31 (+/—18.3) and 15.9 (+/—14.7) months, respectively. The most common causes of non-
compliance among patients on SCIT were the frequency of injections (82.2%), the duration of treatment
(70.9%), and commuting to the Allergy Center (67.7%). Reasons for non-compliance among patients on
SLIT were related to inconvenience (43.4%), improvement without treatment (30.2%) and perception of
poor efficacy (25.0%) Conclusion: Compliance with AIT is low, but at 3 years, it was higher among patients
on SCIT than among patients on SLIT. Reasons for non-compliance include difficulty adjusting to
treatment protocols and a perception that the efficacy is low. Patient education regarding the treatment
course and the slow effect, as well as the need for close follow up to effectively prevent and treat adverse

ARTICLE HISTORY
Received 11 July 2016
Revised 11 September 2016
Accepted 28 September 2016

KEYWORDS
allergen-specific
immunotherapy; adherence;
compliance; subcutaneous;
sublingual

reactions, are important factors for improving compliance and treatment outcomes.

Introduction

Allergen-specific immunotherapy (AIT) is both effective and
safe for the treatment of allergic rhinitis and allergic asthma,'
which are very common chronic conditions and are associated
with significant morbidity and costs.” Allergen extracts are typi-
cally administered either by subcutaneous injections (SCIT) or
as drops under the tongue (SLIT). The clinical effectiveness of
AIT requires administration of standardized allergen extracts
in adequate doses and for sufficient periods of time (3-
5 years)."” In general, poor compliance is a considerable prob-
lem for all long-term treatments.* Compliance with AIT is
defined as the extent to which patients who received the first
dose of AIT commit to the treatment schedule (dose, fre-
quency/dosing schedule, and duration) recommended by the
treating physician. Both the inconvenience of adhering to a
long treatment duration using conventional dosing schedules
and extracts, as well as the local and systemic reactions, present
challenges to achieving successful outcomes.” Adherence is
defined by the World Health Organization as the extent to
which a person’s behavior - taking medication, following a
diet, and/or executing lifestyle changes - corresponds with
agreed-upon recommendations from a health care provider.*®
According to the World Health Organization, 50% of patients

suffering from chronic diseases do not follow treatment recom-
mendations.* Non-adherence leads to an overall decrease in
treatment benefits, as well as increases in hospitalizations, mor-
bidity and mortality.*

The aim of this study was to determine the level of compli-
ance and to determine the reasons for non-compliance among
patients on AIT treated at Al-Rashid Allergy Center, which is a
tertiary center in the State of Kuwait to which patients with
allergic diseases are referred for evaluation and management.

Results

A total of 236 patients were included in the study (150
patients on SCIT and 86 patients on SLIT). The patients
were, on average, in their fourth decade of life, and slightly
more males than females were enrolled (Table 1). The
mean duration of treatment was 31.0 months (SD & 18.3 )
for SCIT and 15.9 months (SD =+ 14.7) for SLIT (P <
0.001). The reported durations for which patients continued
to take AIT are shown in Table 2. Eighty-eight patients on
SCIT (58%) completed 3 y of treatment, while only 10
patients in the SLIT group (11.6%) did so. Table 3 shows
the most common causes for non-compliance among
patients on SCIT, which consisted of the frequency of
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Table 1. Patient characteristics and duration of AlT.

HUMAN VACCINES & IMMUNOTHERAPEUTICS 515

Characteristic Total (n=236) (100%) SCIT (n=150) ( 63.5%) SLIT (n=86) (36.4%) P-value
Age (years) Mean = SD 354+ 132 374+ 129 320+ 13.0 0.003*
Gender, N (%)
Male 142 (60.2) 94 (62.7) 48 (55.8) 0.301""
Female 94 (39.8) 56 (37.3) 38 (44.2) 0301
Duration (months) Mean 4 SD 25.4 £ 185 31.0+£ 183 159 +14.7 < 0.001"

comparison between SCIT & SLIT patients in terms of

1-* Mean age of patients on SCIT vs Mean age of patients on SLIT

2-"* the total number of male patients on SCIT vs those on SLIT

“**the total number of female patients on SCIT vs those on SLIT

3-""** the total mean duration of treatment (in months) on SCIT vs SLIT
SD: standard deviation.

Table 2. Compliance according to duration of AIT treatment.

Duration (months) SCT n (%) SLIT n (%) P-value
0-12 39 (26.0) 44 (51.2) < 0.001"
13-24 17 (11.3) 12 (14.0)
25-35 6 (4.0 20 (23.2)
>36 88 (58.7) 10 (11.6)

*Comparison between the duration of treatment (in months) of SCIT vs SLIT

Table 3. Reasons for stopping SCIT (n = 62).

Variable N (%)
Frequency of injections. 51(82.2)
Duration of treatment 44 (70.9)
Commuting 42 (67.7)
Other commitments 32 (51.6)
Waiting time 14 (22.6)
Local side effects 13 (20.9)
Improvement 8(12.9)
Pregnancy 4(6.4)
Poor efficacy 4 (6.4)
Traveling 3(4.8)
Other diagnosis 2(3.2)
Other side effects 1(1.6)
Misconceptions 1(1.6)

injections (82.2%), the lengthy duration of treatment
(70.9%), and problems related to commuting to the Allergy
Centre (67.7%). In contrast, the most common causes for
non-compliance among patients on SLIT were related to
inconvenience (43.4%), improvement without treatment
(30.2%) and poor perceived efficacy (25.0%) (Table 4).

Discussion

In the present study, we documented the overall compliance
rate at the third year of treatment among patients receiving
AIT and determined reasons for non-compliance. Only 58.7%

Table 4. Reasons for stopping SLIT (n = 76).

Variable N (%)

Inconvenience 33(43.4)
Improvement 23 (30.2)
Poor efficacy 19 (25.0)
Local side effects 17 (22.3)
Duration of Rx 10 (13.1)
Other side effects 10(13.1)
Traveling 9(11.8)
Pregnancy 3(3.9)

Misconceptions 3(3.9)

of patients on SCIT and 11.6 % of patients on SLIT completed
3y of treatment.

Similar previous studies showed large variability in compli-
ance rates, which can be attributed to variability in the defini-
tion, the method of measurement and the treatment duration
measured. A study conducted in the USA involving veterans
treated with SCIT found a similar compliance rate (63.5%).”
The authors attributed this finding to the fact that veterans
older than 66 y are usually retired, and therefore, have fewer
commitments. In contrast, a study conducted in the Nether-
lands showed low overall compliance to AIT.® Only 18% of
patients completed 3 y of treatment (SCIT 23%; SLIT 7%), and
the median durations for SCIT and SLIT users were 1.7 and
0.6 years, respectively. However, a high SLIT compliance rate
(85%) was found in another study by Marogna et al,” which

Table 5. The questionnaire design.

Sections Questions
Demographics 1-Age (years)
2- Gender
Details of AIT & Causes 3-When did you start receiving the allergy
of non injections?
compliance / poor 4-When did you stop receiving the injections?
compliance

5- If you stopped your injection treatment, Why?
1. Pain or reactions at injection site
2. Time needed to wait after injections
3. Frequent dosing schedule
4. Long duration of treatment
5. Distance from area of residence
6. Pregnancy
7. Doctors decision
8. Difficult to leave work
9. Others (please specify)
Please answer the following questions
if you were started on SLIT:
6- When did you start taking allergy
treatment (SLIT)?
7-When did you stop taking allergy treatment
drops under the tongue/SLIT
8- If you stopped your treatment what are the
reasons?
1. Local reactions/ side effects (itching, pain,
swelling under the tongue )
2. Difficult dose schedule
3. Long treatment duration
4. No improvement with this treatment
5. Improvement in symptoms, no need for
treatment
6. Pregnancy
7. Doctor’s decision
8. Others (please specify)
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also showed a high adherence rate to the treatment protocol
(72% of patients). Hsu et al.'® studied attrition rates for SCIT
and SLIT and found them to be 45% and 41%, respectively.
SCIT patients reported inconvenience to be the main reason
for discontinuation of treatment, whereas SLIT patients indi-
cated concerns about efficacy.

There are several possible explanations for the low overall
compliance to both SCIT and SLIT in the current study.
Patients are usually more symptomatic at the beginning of any
treatment, which makes them more motivated to commit to
treatment. However, because allergic diseases are characterized
by remissions and exacerbations, it is possible that patients
become less motivated to take the recommended treatment
when in remission. It is also possible to attribute poor compli-
ance to the fact that patients may not experience immediate
effects of treatment, or that they find treatment inconvenient
due to work or other commitments. Another factor that may
contribute to the low compliance rate is the long duration of
treatment. For example, in patients on SLIT, 51.2 % completed
up to 12 months of treatment, while only 11.6 % continued for
the minimum required duration of 36 months or more. These
data demonstrate a clear association between compliance and
duration of treatment with SLIT; the longer the duration, the
lower the compliance.

In the current study, compliance was found to be better
among patients treated with SCIT than among those treated
with SLIT. This can be explained by the fact that patients on
SCIT visit the treating physician more often and therefore have
more contact with the treating physician, which allows them to
discuss their experience, expectations, concerns and side effects
more closely and to receive timely and appropriate feedback
and interventions. However, patients on SLIT take their medi-
cation at home; thus, they may not have the same opportunities
to discuss side effects or concerns or misconceptions with their
physicians, and they may decide to discontinue treatment on
their own.

In analyzing reasons for non-compliance among our SCIT
patients, inconvenience was a main factor, and it involved fre-
quency of injections (82.2%), long duration of treatment
(70.9%) and difficulties in commuting to the Allergy Centre
(67.7%). Another 51.6% of patients mentioned time con-
straints, such as being busy with other activities such as study-
ing, working and/or traveling, which may indicate that they
prioritize other commitments over taking treatment. Inconve-
nience was also a main factor (50% of patients) for discontinua-
tion of SCIT in a previous study.'' In that study, 28 % of
patients reported needle phobia as a factor for non-compliance.
A study performed in China'® showed a lower percentage of
patients (7.9%) discontinuing SCIT due to adverse effects, while
in our patients, 20.9% mentioned side effects as a cause of
spontaneous discontinuation of SCIT.

The main reason for non-compliance with SLIT in our
patients was the inconvenience of taking daily sublingual drops
(43.4%). The drops must be retained under the tongue for at
least 2 minutes and swallowed thereafter, and the treatment
must be kept refrigerated at all times. Poor perception of effi-
cacy (25.0%) and the presence of side effects (22.3%) also con-
tributed to patient discontinuation of SLIT. More than 10% of
our patients mentioned other side effects such as facial

numbness and swelling, nausea, vomiting, and abdominal
cramps after taking the drops, and they justified stopping SLIT
due to these side effects. These reasons are similar to ones
found in a previous study.’

The validity of a questionnaire is the degree to which it accu-
rately measures what it is supposed to measure, to help improve
the quality and credibility of data. A valid questionnaire must
be simple, reliable, precise, adequate for the problem intended
to be measured, reflective of the underlying theory or concept
to be measured and capable of measuring change. These fea-
tures apply to our questionnaire. It is also considered reliable
since reliability is a measure of reproducibility of data and
results, in case of reassessment using the same questionnaire.
Hence, the nature and circumstances related to AIT haven’t
changed. Another aspect of reliability concerns internal consis-
tency among the questions, which is the fact that similar ques-
tions give rise to similar answers and this applies to our
questionnaire based on the results obtained.

We are aware of some limitations in our study. This is a ret-
rospective study that includes patients who were started on
AIT since 2009 and data were collected based on question-
naires. There is a recall bias, which is seen, in all retrospective
studies of this design. Moreover, there is a limitation of data
using a questionnaire. Patients who have discontinued treat-
ment early in the course of treatment were contacted by phone
and the total duration was taken into consideration. Those who
never took treatment were not included in the study. The total
duration included all months on treatment, whether patients
discontinued early or late during therapy. The small number of
patients recruited also limits us to draw a meaningful conclu-
sion. We are in need for further similar studies.

In general, it can be stated that patients’ attitudes and under-
standing, as well as convictions and expectations, play a major
role in compliance with treatment.

Conclusion

Compliance with SCIT is better than compliance with SLIT,
although compliance is low for both treatments. Compliance is
influenced by the complex interaction of factors related to the
treatment protocol, the patient, the physician, the patient-phy-
sician relationship and the disease itself. Improved patient-phy-
sician communication, simplicity of the treatment regimen and
regular contact and follow-up visits are the primary means of
enhancing compliance. Pharmaceutical companies working on
AIT are also required to improve allergen extracts to ensure a
quick response to treatment and to minimize the occurrence of
side effects related to treatment. Our study support an urgent
need for further identification of potential barriers and meas-
ures that will enhance persistence and compliance of AIT, espe-
cially SLIT which is extremely low. An adequate education,
good selection of patients, and a strict follow-up can signifi-
cantly reduce AIT discontinuations.

Methods

The study population consisted of patients diagnosed with aller-
gic rhinitis with or without allergic asthma who began AIT in
2009 or 2010 at the Al-Rashid Allergy Center. Allergic



sensitization was confirmed based on skin prick testing using
standardized extracts (Stallergenes, France). We have used
Alyostal allergen extracts (Stallergens, France). The following
common inhalant allergen extracts at a dose of 100 Index of
Reactivity per milliliter (IR/ml) were used: DP, DF, Cat, Dog, 5
Grasses, Bermuda, Artemisia, Salsola, at a dose of 100 Index of
Concentration per milliliter (IC/ml) included the following:
Date palm, Chenopodium, Plantago, and at a dose of 1000 Index
of Concentration per milliliter (IC/ml) included Mixed Feathers,
Alternaria, and Cladosporum. Allergen-specific immunoglobu-
lin E (IgE) was tested using HYTEC Enzyme Immunoassay
(HYCOR Europe Bio Crest B.V. Lohfelden, Germany) according
to the standard procedures. All patients were educated about
both types of AIT and were given the option of receiving either
SCIT or SLIT. Patients were first seen and counseled by the
treating physician who would give them a briefing about AIT
treatment. The physician would discuss the objectives, treat-
ment’s options, and answer all patients’ questions. Patients
would then spend about 30 minutes with a nurse, who’s been
trained in the immunotherapy unit for a long time, and would
discuss in more detail the specific type of treatment the patient is
to receive (SCIT vs SLIT). All patients would receive a demon-
stration of how to use the vaccine and spent some time answer-
ing their questions. Finally, all patients would be given
brochures with written basic information related to AIT for fur-
ther reference. Moreover, they are given contact numbers of the
AIT unit, in case they have any other questions or comments.
Commercial aero-allergen extracts/vaccines (Stallergenes,
France) were administered according to the manufacturer’s rec-
ommendations for both build-up and maintenance phases.
Non-compliance was defined in this study as discontinuing AIT,
after receiving at least one dose, without the approval of the
treating doctor and without reaching the minimum recom-
mended treatment duration of 3 y. Data collection was per-
formed using a questionnaire (Table 5). The patients were able
to choose more than one option as the reason for discontinua-
tion of AIT without their physician’s approval. All patients
signed an informed consent to participate in the study, which
was approved by the Ethics Committee of the Ministry of Health
in Kuwait.

Statistical analysis was performed using the Statistical Pack-
age for Social Sciences (SPSS version 21, IBM Corp., Armonk,
NY, USA). The Pearson chi-square test was used to determine
the association between categorical variables, and the Mann-
Whitney test was used for continuous variables. P-values
< 0.05 were considered significant.
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