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Abstract

Background: Adherence to allergen immunotherapy is important for its effectiveness. There is currently limited data
available on allergen immunotherapy adherence outside of clinical trials i.e. in real-life clinical practice. As part of a European
Academy of Allergy and Clinical Immunology Immunotherapy Interest group initiative, we endeavoured to design a survey
in order to prospectively evaluate adherence to subcutaneous and sublingual immunotherapy across different European
countries.

Method/Design: The inclusion criteria for this prospective, multi-country survey were set as: adults, starting clinically
indicated allergen immunotherapy for respiratory allergic disorders or Hymenoptera venom allergy. An online survey was
designed in order to enrol participants and assess adherence to immunotherapy.
Eight countries (Czech Republic, Georgia, Germany, Greece, Italy, Poland, Portugal, Spain) were selected to reflect different
parts of Europe and differences in allergens and routes of immunotherapy administration. Each country has an allocated
National co-ordinator that has identified local Allergy departments willing to enrol participants in this survey.
Each participant will be followed up for a total of three years. In order to assess adherence, a 4-monthly follow-up form
detailing any missed doses and reasons will be completed online. In case of a participant discontinuing treatment, reasons
for this will be recorded.

Discussion: The use of online survey software has enabled us to make this survey a reality and reach clinicians in
different countries. Forty-five centres have enrolled a total of over 1,350 participants. It is hoped that this prospective
real life survey will enable us to gain a better understanding of reasons that affect adherence to subcutaneous and
sublingual immunotherapy and assist in developing ways to improve this.

Keywords: Adherence, Sublingual immunotherapy, Subcutaneous immunotherapy, Hymenoptera venom allergy,
Respiratory allergic disorders, Online survey, Online register
Introduction
The lack of adherence to medication is an emerging and
worldwide problem in the treatment of chronic diseases.
It is responsible for a decrease of treatment efficacy, in-
creased hospitalisations, morbidity and mortality, and is
a significant burden for patients as well as for society
and healthcare systems [1]. Rates of treatment discon-
tinuation are reported to be between 20-40% for acute
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illnesses, increasing to 30-60% for chronic conditions and
reaching 80% in preventative interventions [2]. In the United
States alone, costs due to lack of adherence have reached
the figure of 100 billion dollars mainly due to unjustified
hospitalisations [3]. Accordingly, medical research has been
showing growing interest in this area. On PubMed, the
number of studies concerning this subject has more than
doubled within the last ten years, increasing from 1,349 in
2003 to 3,376 in 2013.
Adherence to treatment is the complex result of dif-

ferent determinants related to the patient, the disease,
the therapy, the patient/physician relationship and the
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healthcare system [1,2,4]. All of these factors interact in
different ways in a single individual. Furthermore, the
complexity of the treatment schedule as well as the
route of administration can negatively affect adherence
[5,6].
Allergic rhinitis is a very common disease with a sig-

nificant socio-economic burden, due to direct (medica-
tions and doctor visits) and indirect costs (loss of
productivity/working days) [7]. Currently, the world-
wide prevalence of allergic rhinitis in adults ranges from
10-30%, but in children it reaches 37% in Western coun-
tries [7]. Discontinuation of pharmacological therapy is
a problem shared by allergic rhinitis as well as chronic
illnesses [6]. As far as allergen immunotherapy (AIT) is
concerned, adherence represents the most critical issue.
AIT significantly reduces the clinical symptoms at an
early stage as well as the use of concomitant medica-
tions, as reported by randomised controlled trials and
meta-analyses [7,8]. However, only after a long-term
course, whose recommended length is at least three years, it
is possible to obtain a long lasting effect following with-
drawal and to reduce the risk of development of asthma
and/or new sensitisations [9-16]. Immunotherapy for Hy-
menoptera venom allergy usually lasts between three and
five years. Adherence to this is thought to be higher given
the life-threatening reactions to venom, however this has
not been formally assessed [17].
Rates of adherence for individual patients are usually re-

ported as the percentage of the prescribed doses of the
medication actually taken by the patient over a specified
period. However, the evaluation of adherence is far from
standardised. In fact, many methods have been proposed to
measure adherence. Each of them has advantages and disad-
vantages but none of these can be currently considered the
gold standard [1]. Methods for assessing adherence to medi-
cation can generally be divided into three categories:

a) Subjective measurements based on what is reported
by the patient or caregiver. These methods, though
inexpensive, are not completely reliable, as patients
sometimes can deny the lack of regular medication
intake.

b) Objective assessment based on the count of pills
or the examination of pharmacy refill records.
The commonest drawback is that the absent pills
are considered actually taken by the patients. The
use of electronic devices can be more accurate,
but too costly in daily life.

c) Measurement of drug levels or drug metabolites in
serum or urine. The feasibility of this method is
limited to only a few drugs (such as digoxin, anti-
epileptics, theophylline, lithium). For asthmatic pa-
tients on regular oral steroids the evaluation of
serum cortisol can be helpful [6,18].
Besides these technical limitations, a further methodo-
logical disadvantage is that if the patients are aware that ad-
herence is an outcome of the study a bias is immediately
introduced [1]. For this reason adherence data from rando-
mised controlled trials may not reflect a true representation
as participants are strictly followed and observed. More
consistent data are therefore likely to be collected from real
life studies.
In addition, the wide heterogeneity of immunotherapy

studies may account for the conflicting results and the diffi-
culty in drawing definite conclusions. Studies published so
far have been carried out in different populations, different
countries and according to different designs (retrospective,
cross sectional, prospective). Furthermore, patients were
treated with various allergen extracts and according to dif-
ferent schedules. Moreover, the methods used to measure
adherence were also dissimilar from study to study [19].
Interestingly, although an adherence rate is considered

generally acceptable when higher than 80%, a general
agreement on this cut off is still lacking [1,19].
Up to now, several studies have been published on sub-

cutaneous immunotherapy (SCIT) [20-34] as well as on sub-
lingual immunotherapy (SLIT) [35-46]. As shown in
Tables 1 and 2, the adherence rate is generally low and it
varies greatly for both SCIT and SLIT. Comparing the stud-
ies according to route of administration, a higher number of
SLIT studies reported an adequate (>80%) adherence. On
the other hand, SCIT studies included a larger population
and were of considerably longer duration.
Many reasons have been reported as being responsible

for immunotherapy discontinuation. Among the patient
related factors, a younger age and female gender appear to
be more frequently related to non adherence [21,25,32,42]
whereas severity of the disease seems not to affect the num-
ber of dropouts [27-41]. Among the causes for discontinu-
ation, treatment costs are relevant for both subcutaneous
and sublingual routes [21,23,26,31,34,37,38,40]. Local side
effects following administration may account for SLIT dis-
continuation in children as well in adults [37,38,40,45],
whereas inconvenience due to time consuming schedules,
or fear of injections are mainly related to SCIT treatments
[21,22,25]. In seasonal allergy, the use of cluster SCIT
schedules [20,22] as well as a pre-co-seasonal treatment
seem to favour a better adherence [39,40]. The overall ana-
lysis of these results does not appear to detect significant
differences in adherence according to delivery route [19],
but methodological and cultural heterogeneity of the stud-
ies currently do not allow for any firm conclusions.
Under the framework of the European Academy of

Allergy and Clinical Immunology (EAACI) Immuno-
therapy Interest Group, we endeavoured to design a sur-
vey in order to prospectively evaluate adherence to
subcutaneous and sublingual immunotherapy across
different European countries. This will include AIT for



Table 1 Adherence studies for SCIT

Author Study Population (pts) Age (A/C) Study duration Adherence rate (%)

Chon (1993) [20] 217 A 4 y 50

Lower (1993) [21] 315 C 4 y 56

Tinkelman (1993) [22] 3.349 C,A 1y 65

Ruiz (1997) [23] 247 A 18 m 62

Donahue (1999) [24] 603 C, A 4y 33

Rhodes (1999) [25] 1.033 A 3y 88

More & Hagan (2002) [26] 381 C,A 3y 77

Pajno (2005) [27] 1.886 C 3y 89

Hommers (2006) [28] 296 A not stated 66

Hankin (2008) [29] 520 C 3y 47 (1 y) 16 (3rd y)

Mahesh (2010) [30] 100 A not stated 58

Hsu & Reisacher (2012) [31] 139 A 4y 55

Guenechea (2013) [32] 156 A 5y 63

Kiel (2013) [33] 2.796 A 3y 23

Silva (2014) [34] 122 C, A 4y 54

A: adults, C: Children, Y: year, M: month.

Makatsori et al. Clinical and Translational Allergy  (2015) 5:17 Page 3 of 8
respiratory allergic disorders as well as Hymenoptera
venom allergy.

Methods
Objectives
The survey aims to assess adherence to AIT in a real life
setting. The primary objectives are to prospectively evalu-
ate the rate of adherence to AIT for inhalant allergies
(sublingual and subcutaneous routes) and Hymenoptera
venom allergy (subcutaneous) in a three year period in
Table 2 Adherence studies in SLIT

Author Study population (pts)

Marogna (2004) [35] 319

Lombardi (2004) [36] 86

Pajno (2005) [27] 806

Passalacqua (2006) [37] 443

Passalacqua (2007) [38] 71

Cadario (2008) [39] 40

Roder (2008) [40] 154

Chang (2009) [41] 142

Jansen (2009) [42] 91

Ott (2009) [43] 183

Vita (2010) [44] 300

Pajno (2012) [45] 150

Hsu & Reisacher (2012) [31] 139

Kiel (2013) [33] 3.690

Trebuchon (2014) [46] 736

A: adults, C: Children, Y: year, M: month.
real life across different European countries. The second-
ary objectives are to identify reasons for lack of adherence
and discontinuation of treatment and to explore possible
reasons for differences in adherence rates in different
countries and different individuals.

Survey design
This is a prospective, multi-centre, observational survey.
The survey will take place in eight countries: Czech Re-
public, Italy, Germany, Georgia, Greece, Poland, Portugal
Age (A/C) Study duration Adherence rate (%)

A 3y 85

A 18 m 79-97

C 3y 79

A 6 m 76

C 6 m 85

A 1y 65

A 2y 77

A/C 6 m 69

A 6 m 95

A/C 2y 91

C 2y 30-76

C 2y 54

A 4y 59

A 3y 7

C 2Y 86
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and Spain. These countries were identified as representa-
tive of different areas of Europe and also in order to in-
clude a variety of allergens contributing to allergic disease.
This is an online survey that will follow participants for

a period of 3 years from the start date of AIT. It was de-
cided to follow participants for a 3-year period as this is
the usual length of AIT treatment and there is concern
that adherence initially may be relatively good but this
may decrease as time passes.
Initially approval for this project was sought from the

EAACI Executive Committee. In order to initiate this
survey, the two PASTE survey co-ordinators and the
EAACI Immunotherapy Interest Group initially contacted
the National Allergy Societies of the eight countries to in-
form them about this survey. Each National Allergy Society
identified a "National survey Coordinator” that would be
responsible for coordinating all local activities in that coun-
try. This involved duties such as identifying study centres
willing to participate in the survey and dealing with na-
tional regulatory issues such as ethics and any other regula-
tory requirements.
In order for centres to be able to participate in the sur-

vey, they would need to have access to the internet and
have an allocated physician in charge who will be in con-
tact with the National survey Coordinator and who will
be able to complete the survey questionnaire in English.
Figure 1 Study timeline.
Participant selection and procedure
The survey population consists of adults with IgE mediated
respiratory allergies or Hymenoptera venom allergy who will
be starting AIT (either SCIT or SLIT) according to accepted
clinical standards of practice.
The inclusion criteria were set as: male or female, 18 years

of age or over (no upper age limit) and being eligible for im-
munotherapy to inhalant allergens or Hymenoptera venoms.
The exclusion criteria were previous AIT treatment at any
time and any contraindications to receiving immunotherapy
according to European standards of practice.
Each participating centre coordinator identified any

potential participants and assessed whether they met
these criteria. In order to enrol a participant, an online
enrolment questionnaire was required to be completed by
the physician. This form includes information about the
participant, details about their allergies and treatment.
For each participant an online follow up adherence form

will be completed by the local physician every 4 months.
This adherence follow-up form includes questions regard-
ing the number of missed doses, phase of the treatment at
the time and any possible reasons for missed doses. The
last adherence follow-up form will be completed at
36 months from AIT initiation.
In case of participant withdrawal, a discontinuation

online form will be completed. This includes questions
including the timing and any identified reasons for stop-
ping AIT.
The enrolment period opened in December 2012 and

closed in February 2014.
The study timeline is shown in Figure 1.

Questionnaire design
In order to identify the specific questions and areas to be in-
vestigated, the opinion and advice of experts in this field was
sought at an EAACI PASTE meeting in Geneva 2012. At
that stage, the content of the enrolment form, 4-monthly
follow up form and discontinuation form was agreed.
The enrolment includes information about age, sex, edu-

cation and employment status, allergen sensitisations, con-
dition for which receiving immunotherapy, allergen, route
and immunotherapy regime, date of AIT initiation, treat-
ment setting, follow-up arrangements as well as funding for
treatment.
For SCIT, recording of any missed doses is likely to be

more accurate as participants have to attend the clinic to
receive their injection and the physician is always aware of
any missed doses or discontinuation. Follow up of SLIT
patients varies in different countries and therefore a com-
promise was reached to enter follow-up data every
4 months as this would fit with the practice in some coun-
tries as well as not be a burden to the physicians who have
to complete these forms in their own time without any
specific funding. Depending on the practice of each coun-
try, other data such as pharmacy/prescription records,
follow-up appointments and telephone contact will be
used to improve patient reporting of any missed doses. It
was felt that use of other methods such as treatment diar-
ies may affect results by making patients more aware that
they are participating in an adherence survey and thus af-
fecting behaviours.
The follow up adherence form was designed to in-

clude questions regarding the number of missed doses
in the previous four months, the phase of the treatment
at the time i.e. up-dosing or maintenance and any
possible reasons for missed doses. Reasons investigated
included acute illness, forgetfulness, lack of efficacy,
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financial costs, time/work commitments, local reaction,
systemic reaction, geographical constraints, new med-
ical condition/s, pregnancy and other.
The discontinuation form also explored specific rea-

sons for ending treatment.
The SurveyMonkey® online survey software was selected

to be used for the enrolment and follow up data collec-
tion. This allows participating centres to enter data from
different countries and enable collection in a central data-
base. All data entered is protected by an enhanced security
system (Secure Sockets Layer, SSL, a protocol for encrypt-
ing information over the Internet) [47].
The follow up survey forms used a skip logic pattern,

allowing participating clinicians to avoid certain sections
according to their responses in preceding questions.
The survey instruments were tested several times to en-

sure and improve their functionality and ease of use. At-
tention was also paid to user interface principles such as
colours selected, number of questions per screen, format-
ting of text and logical structure of the questionnaire.
Data management
All data collected by the participating centres is entered
anonymously in a coded format in order to protect the
participants’ identity. A specific country code was allo-
cated to each country. An additional code beginning with
the country code was allocated to each centre of that spe-
cific country. Furthermore, each participant was given a
code incorporating both the country and centre code. This
way the enrolment forms can be matched with all the 4-
monthly follow up forms completed for each participant
at the stage of data analysis.
The data is regularly assessed by the survey co-ordinators

in order to check that it is being entered correctly.
Data protection
In order to further protect the collected data, only the two
survey co-ordinators have access to the password pro-
tected completed questionnaires. In case of any queries or
mistakes made in the data entry, the survey co-ordinators
Table 3 Different proportions of expected drop-out and confi

Patients recruited Adherence (%) Patient

1000 95 950

1000 90 900

1000 85 850

1000 80 800

1000 75 750

1000 70 700

1000 65 650

1000 60 600
can be contacted to check the entered data and make any
necessary changes.
In addition, the SurveyMonkey® facility uses advanced

technology for Internet security. To use this tool, as ad-
ministrator, a unique user name and password must be
entered. SurveyMonkey® issues a session “cookie” only to
record encrypted authentication information for the dur-
ation of a specific session. Once the user accesses se-
cured areas, the Secure Sockets Layer (SSL) technology
protects user information using both server authentica-
tion and data encryption, ensuring that user data is safe,
secure, and available only to authorised persons. Survey-
Monkey® is PCI-DSS compliant [47].

Statistical analysis
Sample size estimation
Different proportions of expected drop-out are reported
in Table 3. Confidence intervals are computed under this
expected proportions assuming 1,000 patients will be
recruited.

Data analysis
The primary objective will be summarised as a propor-
tion ± confidence interval 95% (binomial method).
The influence of potential predictors on lack of adher-

ence or discontinuation from the therapy will be ex-
plored using a logistic regression. The effect of the
hierarchical structure of the data (participants nested in
centres nested in countries) on the results will be even-
tually explored using multilevel analyses.

Regulatory and ethical obligations
European Union and specific country ethics and regulatory
requirements, including data protection, will be followed.
Each National survey co-ordinator will be responsible for
addressing the corresponding ethics committee and local
regulatory requirements.

Survey progress
The PASTE co-ordinators are responsible for the proper
running of the survey. They are in regular contact with
dence intervals

s adherent to the treatment 95% Confidence interval

93.5% - 96.3%

88.0% - 91.8%

82.6% - 87.2%

77.4% - 82.4%

77.7% - 72.2%

67.1% - 72.8%

62.0% - 68.0%

56.9% - 63.1%
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National co-ordinators and individual centres when re-
quired. Meetings, conference calls and newsletters are used
as a method of updating progress. Following enrolment, the
next task is to ensure timely completion of the 4-monthly
follow up forms and any discontinuation forms for all the
enrolled participants. The data will then go through a fur-
ther clearing process, followed by data analysis.

Discussion
Adherence to AIT is an area that requires further investiga-
tion as the data currently available is mainly from clinical
trials with only a limited number of real life studies and
even fewer prospective studies [33,48-50].
This project will provide an insight into this important

issue. It will enable an estimation of the rate of adherence
to AIT in daily clinical practice for respiratory allergic dis-
orders and Hymenoptera venom allergy. Furthermore, it
will allow identification of possible reasons for lack of ad-
herence and discontinuation of treatment. This will provide
useful information for changing or modifying clinical be-
haviours and attitudes towards immunotherapy, in order to
improve adherence wherever possible.
The main strengths of this survey are:

1. As a multi-country survey a large number of partici-
pants will be recruited and adherence of AIT in a large
part of Europe will be assessed. Given the significant
number of participants included, the conclusions drawn
are more likely to be applicable to a wider population.
At the same time, it will enable identification of inter-
country differences regarding the use of different routes
of administration and reasons for discontinuation.

2. Sharing the same methodology by all participating
centres will allow for more reliable and comparable
results.

3. In addition to AIT for respiratory allergies,
adherence to Hymenoptera venom immunotherapy
will also be addressed in this survey. Possible
contributing factors leading to lack of adherence or
discontinuation will be explored in detail such as
extract used, schedule, responsible insect, severity of
index reaction and any side effects to AIT.

The use of online survey software has enabled us to
make this survey a reality and reach clinicians in 8 dif-
ferent countries. Following the end of the enrolment
period, over 1,350 participants have now been enrolled
by 45 centres. The main allergens for which participants
are having AIT include grass pollens 33.9%, house dust
mite 32.3% and 15.3% Hymenoptera venoms. Prelimin-
ary one-year follow up data shows that 11.1% of partici-
pants have missed on average 2 doses in 4 months
whilst less than 2% of participants have discontinued
treatment.
Participants will be followed for a total of 3 years. At
that point we will be able to analyse all the data and dis-
seminate the findings to the allergy community in order
to benefit from this information and depending on the
outcomes consider targeting strategies and ways of im-
proving adherence.

Abbreviations
AIT: Allergen immunotherapy; EAACI: European Academy of Allergy and
Clinical Immunology; PASTE: Prospective adherence to specific
immunotherapy in Europe; SCIT: Subcutaneous immunotherapy;
SLIT: Sublingual immunotherapy; SSL: Secure sockets layer.

Competing interests
GS was a member of an advisory board of ALK. LK has received speaker’s fees
for ALK-Abello, Allergopharma, Bionorica, Germany, Boehringer Ingelheim, GSK,
Lofarma, Novartis, MEDA, MSD, Phadia / Thermofisher, Optima and has been a
clinical investigator in studies supported by ALK-Abello, Allergopharma,
Artu-Biologicals, Bencard, Bionorica, Biomay, Cytos, HAL, Hartington, GSK, Leti,
Lofarma, Novartis, Roxall. MC has received consultancy fees and speaker’s
honorarium from ALK, Stallergens, HAL-Allergy, Merck and Alllergopharma. PP
was member of advisory board of Stallergenes and ALK and has collaborated in
clinical trials with Stallergenes and HAL Allergy. OP has received research grants
for his institution from ALK-Abelló,Allergopharma, Stallergenes, HAL Allergy, Artu
Biologicals, Allergy Therapeutics/Bencard, Hartington, Lofarma, Novartis/Leti,
GlaxoSmithKline, Essex Pharma, Cytos, Curalogic, Roxall, Biomay, Thermo Fisher,
Circassia, European Union (FP-7 Health-2013 Innovation 1), Biotech Tools s.a.,
and Meda Pharma GmbH; and/or he has served as an advisor and on speakers’
bureaus for some of the aforementioned companies. OP has received travel
grants from HAL Allergy and Allergopharma, and he is a consultant for Bencard
(Germany), HAL Allergy (the Netherlands), Novartis/Leti (Germany), Meda
(Germany), ALK-Abelló (Germany/Denmark), Allergopharma (Germany), Biotech
Tools s.a. (Belgium), GfK Bridgehead (UK), Navigant Consulting (USA), Sanofi
(USA), Guidepoint Global Advisors (USA), Thermo Fisher (Germany) and
Stallergenes (Germany/France); he is Scientific Board Member of Mobile
Chamber Experts (MCX), a GA2LEN Partner.
The rest of the authors have no competing interests.

Authors’ contributions
MM and GS wrote the manuscript. All other co-authors reviewed the
content. All authors read and approved the final manuscript.

Acknowledgements
The authors would like to acknowledge sponsorship from EAACI and thank
the Immunotherapy Interest Group for their support. We would like to
acknowledge the support of the National Societies of the Czech Republic,
Italy, Germany, Georgia, Greece, Poland, Portugal and Spain.
All this work has been possible thanks to the hard work and commitment of
all our collaborators. We would like to thank the following:
Portugal: Joao Fonseca, Celso Pereira, Elisa Pedro.
Poland: Andrzej Emeryk, Krzysztof Klos, M. Arcimowicz, Joanna Nizio-Masior.
Germany: Annette Sperl, Andreas Schirkowski, Ali Alali, Michael Knoke,
Bettina Hauswald, Magdalena Spielhaupter.
Spain: Merce Corominas, Lluis Marques, Vicky Cardona, M Jose Paniagua, Laia
Farre, Teresa Dorsal, Maria Basagana, Angela Gonzalo, Virginia De Luque,
Gaspar Dalmau, Jose Antonio Navarro.
Italy: Romano Catello, Beatrice Bilo, Erminia Ridolo, Antonino Musarra, Marco
Caminati, Gianni Passalacqua, Eleonora Savi, Giusy Manzotti, Domenico
Gargano, Fulvia Chieco Bianchi, Mariangiola Crivellaro, Erilk Kamberi.
Greece: Giannis Paraskevopoulos, Ekaterini I. Syrigou, Dimitrios
Papathanasiou, Christoforos Koulias, John Sidiropoulos, Anastasia Dimitriou,
Dionysios Giannakopoulos, Fotios Psarros, Aspasia Papadouli, Minas Ergazakis,
Anargyros Manikas, Dimitrios Vourdas, Michael Makris.
Georgia: Maia Gotua, Murman Kikvidze, Khatuna Nadaraia, Mariam
Chilindrishvili, Nana Mgaloblishvili, Nino Lomidze, Bidzina Kulumbegov,
Madona Devidze, Vakhtang Beridze, Dodo Kurdgelashvili, Maia Tatishvili,
Natia Mangoshvili.
Czech Republic: Ivana Malkusova, Jana Hanzlikova, Petra Vitovcova, Martina
Vachova.



Makatsori et al. Clinical and Translational Allergy  (2015) 5:17 Page 7 of 8
Author details
1Royal Brompton and Harefield NHS Trust, London, UK. 2Imperial College
London, National Heart and Lung Institute, London, UK. 3Allergy Department,
Azienda Universitaria-Ospedaliera Integrata, Verona, Italy. 4Private Allergy
Clinic, Athens, Greece. 5Allergy Department, University Hospital of Bellvitge,
Barcelona, Spain. 6Center for Rhinology and Allergology, Wiesbaden,
Germany. 7Centro de Imunoalergologia do Algarve, Portimao, Portugal.
8Allergy & Immunology Centre, Tbilisi, Georgia. 9Medical University of Silesia,
Allergology & Clinical Immunology, Katowice, Poland. 10Faculty of Medicine
in Pilsen, Charles University Prague, Immunology and Allergology, Pilsen,
Czech Republic. 11Department of Otorhinolaryngology, Head and Neck
Surgery, Universitätsmedizin Mannheim, Medical Faculty Mannheim,
Heidelberg University, Mannheim, Germany.

Received: 10 February 2015 Accepted: 22 March 2015
References
1. Osterberg L, Blashke T. Adherence to medication. N Engl J Med.

2005;353:487–93.
2. Sabatè E. The Magnitude of the problem. In: World Health Organization,

editor. Adherence to Long Term Therapies: Evidence for Action. Geneva,
Switzerland: World Health Organization; 2003. p. 25–32.

3. Cutler DM, Everett W. Thinking outside the pillbox. Medication adherence as
a priority for health care reform. N Eng J Med. 2010;362:1553–5.

4. Di Matteo M. Variations on patient’s adherence to medical
recommendations: a quantitative review of 50 years of research. Med Care.
2004;42:200–9.

5. Baiardini I, Braido F, Giardini A, Majani G, Cacciola G, Rogaku A, et al.
Adherence to treatment: assessment of unmeet needs in asthma. J Invest
Allergol Clin Immunol. 2006;16(4):218–23.

6. Passalacqua G, Baiardini I, Senna G, Canonica GW. Adherence to
pharmacological treatment and specific immunotherapy in allergic rhinitis.
Clin Exp Allergy. 2013;43(1):22–8.

7. Pawankear R, Canonica GW, Casale T, Lockey RF. The World Allergy
Organization white book on allergy. Milwaukee, Wisconsin, USA:
World Allergy Organization; 2011.

8. Bousquet J, Lockey R, Malling HJ. World Health Organization position paper
allergen immunotherapy: therapeutical vaccines for allergic diseases.
Allergy. 1998;53 Suppl 2:1–33.

9. Canonica GW, Cox L, Pawankar R. SLIT World Allergy Organisation position
paper: 2013 update. WAO. Journal. 2014;7((1):6.

10. Eng PA, Borer-Reinhold M, Heijnen JA, Gnehm HP. Twelve year follow-up
after discontinuation of preseasonal grass pollen immunotherapy in
children. Allergy. 2006;61(2):198–201.

11. Durham SR, Emmiger W, Kapp A, Colombo G, De Monchy JC, Rak S, et al.
Long term clinical efficacy in grass-pollen induced conjunctivitis after
treatment with SQ-standardized grass allergy immunotherapy tablet.
J Alllergy Clin Immunol. 2010;125(1):131–7.

12. Durham SR, Emmiger W, Kapp A, De Monchy JC, Rak S, Scadding GK, et al.
SQ-standardized sublingual grass immunotherapy confirmation of disease
modification 2 years after 3 years of treatment in a randomized trial.
J Allergy Clin Immunol. 2012;129(3):717–25.

13. Jacobsen L, Niggemann B, Dreborg S, Ferdousi HA, Halken S, Host A, et al.
Specific immunotherapy has a long –term preventive effect on seasonal
and perennial asthma : 10 year follow-up on the PAT study. Allergy.
2007;62(8):493–8.

14. Polosa R, Li Gotti F, Mangano G, Paolino G, Mastruzzo C, Vancheri C, et al.
Effect of immunotherapy on asthma progression, BHR and sputum
eosinophils in allergic rhinitis. Allergy. 2004;59(11):1224–8.

15. Des Roches A, Paradis L, Menardo JL, Bouges S, Daures JP, Bousquet J.
Immunotherapy with a standardized Dermatophagoides Pteronyssinus
extract IV Specific immunotherapy prevents the onset of new sensitization
in children. J Allergy Clin Immunol. 1997;99(4):450–3.

16. Pajno GB, Barberio G, De Luca F, Morabito L, Parmiani S. Prevention of new
sensitizations in asthmatic children monosensitized to house dust mite by
specific immunotherapy: a six year follow up study. Clin Exp Allergy.
2001;31(9):1392–7.

17. Pasek RD, Lockey RF. Treatment of Hymenoptera venom allergy: an update.
Curr Opin Allergy Clin Immunol. 2014;14(4):340–6.
18. Gamble J, Stevenson M, McClean M, Heaney LG. The prevalence of non-
adherence in difficult asthma. Am J Resp Crit Care Med. 2009;180(9):817–22.

19. Cox L, Hankin C, Lockey R. Allergen immunotherapy adherence and delivery
route: location does not matter. J Allergy Clin Immunol Pract. 2014;2(2):156–60.

20. Cohn JR, Pizzi A. Determinants of patient compliance with allergen
immunotherapy. J Allergy Clin Immunol. 1993;91(3):734–7.

21. Lower T, Hensy J, Mandik L, Janosky N, Friday Jr GA. Compliance with
allergen immunotherapy. Ann Allergy. 1993;70(6):480–2.

22. Tinkelman D, Smith F, Cole 3rd WD, Slik HJ. Compliance with an allergen
immunotherapy regimen. Ann Allergy Asthma Immunol. 1995;74(3):241–6.

23. Riuz FJ, Jimenez A, Cocoletzi J, Duran E. Compliance with and
abandonment of immunotherapy. Rev Alerg Mex. 1997;44:42–4.

24. Donahue JG, Greineder DK, Connor-Lacke L, Canning CF, Platt R. Utilization
and cost of immunotherapy for allergic asthma and rhinitis. Ann Allergy
Asthma Immunol. 1999;82(4):339–47.

25. Rhodes BJ. Patient dropouts before completion of optimal dose, multiple
allergen immunotherapy. Ann Allergy Asthma Immunol. 1999;82(3):281–6.

26. More DR, Hagan LL. Factors affecting compliance with allergy
immunotherapy at a military medical center. Ann Allergy Asthma Immunol.
2002;88(4):391–4.

27. Pajno GB, Vita D, Caminiti L, Arrigo T, Lombardo F, Incorvaia C, et al.
Children’s compliance with allergen immunotherapy according to
administration routes. J Allergy Clin Immunol. 2005;116(6):1380–1.

28. Hommers L, Ellert U, Scheidt-Nave C, Langen U. Factors contributing to
conductance and outcome of specific immunotherapy: data from Germany
National Health Interview and Examination Srvey. Eur J Public Health.
2007;17(3):278–84.

29. Hankin CS, Cox L, Lang D, Levin A, Gross G, Eavy G, et al. Allergy immunotherapy
among Medicaid enrolled children with allergic rhinitis: patterns of care, resource
use, and costs. J Allergy Clin Immunol. 2008;121(1):227–32.

30. Mahesh PA, Vadanthan PH, Amrutha DH, Giridhar BH, Prabhakar AK. Factors
associated with non-adherence to specific immunotherapy in management
of respiratory allergy. Indian J Chest Dis Allied. 2010;52(2):91–5.

31. Hsu NM, Reisacher WR. A comparison attrition rates in patients undergoing
sublingual immunotherapy vs subcutaneous immunotherapy. Int Forum
Allergy Rhinol. 2012;2(4):280–4.

32. Guenechea-Sola M, Hariri SR, Galoosian A, Yusin JF. A retrospective review
of veterans adherence to allergen immunotherapy over 10 years.
Ann Allergy Asthma Immunol. 2014;112(1):79–81.

33. Kiel MA, Röder E, Gerth van Wijk R, MJ A, Hop WC, Rutten-van Mölken MP.
Real-life compliance and persistence among users of subcutaneous and
sublingual immunotherapy. J Allergy Clin Immunol. 2013;132(2):353–60.

34. Silva D, Pereira A, Santos N, Placido JL. Costs of treatment affect compliance
to specific subcutaneous immunotherapy. Eur Ann Allergy Clin Immunol.
2014;46(2):87–94.

35. Marogna M, Spadolini I, Massolo A, Canonica GW, Passalacqua G.
Randomized controlled open study of SLIT for respiratory allergy in real lilfe:
clinical efficacy and more. Allergy. 2004;59(11):1205–10.

36. Lombardi C, Gani F, Landi M, Falagiani P, Bruno G, Canonica GW, et al.
Quantitative assessment of the adherence to sublingual immunotherapy.
J Allergy Clin Immunol. 2004;113(6):1219–20.

37. Passalacqua G, Musarra A, Pecora S, Amoroso S, Antonicelli L, Cadario G,
et al. Quantitative assessment of the compliance with once-daily sublingual
immunotherapy regimen in real life (EASY project: evaluation of A novel
SLIT formulation during a Year). J Allergy Clin Immunol. 2006;117(4):946–8.

38. Passalacqua G, Musarra A, Pecora S, Amoroso S, Antonicelli L, Cadario G,
et al. Quantitative assessment of the compliance with once-daily sublingual
immunotherapy children (EASY project: Evaluation of A novel SLIT
formulation during a Year). Pediatr Allergy Immunol. 2007;18(1):58–62.

39. Cadario G, Ciprandi G, Cara D, Fadel R, Incorvaia C, Marcucci F, et al.
Comparison between continuous or intermittent schedules of sublingual
immunotherapy for house dust mite : effects on compliance, patient’s
satisfaction, quality of life and safety. Int J Immunopharmacol. 2008;21(2):471–3.

40. Röder E, Berger MY, de Groot H, Gerth van Wijk R. Sublingual
immunotherapy in youngsters: adherence in a randomized clinical trial.
Clin Exp Allergy. 2008;38(10):1669–67.

41. Chang H, Han DH, Mo JH, Kim JW, Kim DY, Lee CH, et al. Early compliance
and efficacy of sublingual immunotherapy in patients with allergic rhinitis
to house dust mite. Clin Exp Otorhinolaryngol. 2009;2(3):136–40.

42. Jansen A, Andersen KF, Bruning H. Evaluation of a compliance device in a
subgroup of adult patients receiving specific immunotherapy with grass



Makatsori et al. Clinical and Translational Allergy  (2015) 5:17 Page 8 of 8
allergen tablets (Grazax) in a randomized open-label, controlled study: an a
priori subgroup analysis. Clin Ther. 2009;31(2):321–7.

43. Ott H, Sieber J, Breheler R, Folster-Holst R, Kapp A, Klimek L, et al. Efficacy of
grass pollen immunotherapy for three consecutive seasons and after
cessation of treatment. The ECRIT study. Allergy. 2009;64(9):179–86.

44. Vita D, Caminiti L, Ruggeri P, Pajno G. Sublingual immunotherapy: adherence
based on timing and monitoring control visits. Allergy. 2010;65(5):668–9.

45. Pajno G, Caminiti L, Crisafulli G, Barberi S, Landi M, Aversa T, et al.
Adherence to sublingual immunotherapy in preschool children. Pediatr
Allergy Immunol. 2012;23(5):688–9.

46. Trebuchon F, Lheritier-Barrand M, David M, Demoly P. Characteristics and
management of sublingual allergen immunotherapy in children with
allergic rhinitis and asthma induced by house dust mite allergens.
Clin Transl Allergy. 2014;29:4–15.

47. SurveyMonkey® Security Statement [https://www.surveymonkey.com/mp/
policy/security/]

48. Senna G, Caminati M, Canonica GW. Safety and tolerability of sublingual
immunotherapy in clinical trials and real life. Curr Opin Allergy Clin
Immunol. 2013;13:656–62.

49. Makatsori M, Scadding GW, Lombardo C, Bisoffi G, Ridolo E, Durham SR,
et al. Dropouts in sublingual allergen immunotherapy trials-a systematic
review. Allergy. 2014;69(5):571–80.

50. Bender BG, Oppenheimer J. The special challenge of nonadherence with
sublingual immunotherapy. J Allergy Clin Immunol Pract. 2014;2(2):152–5.
Submit your next manuscript to BioMed Central
and take full advantage of: 

• Convenient online submission

• Thorough peer review

• No space constraints or color figure charges

• Immediate publication on acceptance

• Inclusion in PubMed, CAS, Scopus and Google Scholar

• Research which is freely available for redistribution

Submit your manuscript at 
www.biomedcentral.com/submit

https://www.surveymonkey.com/mp/policy/security/
https://www.surveymonkey.com/mp/policy/security/

	Abstract
	Background
	Method/Design
	Discussion

	Introduction
	Methods
	Objectives
	Survey design
	Participant selection and procedure
	Questionnaire design
	Data management
	Data protection
	Statistical analysis
	Sample size estimation
	Data analysis

	Regulatory and ethical obligations
	Survey progress

	Discussion
	Abbreviations
	Competing interests
	Authors’ contributions
	Acknowledgements
	Author details
	References

