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RESUMO

Fundamentos: Na rinite e/ou asma de etiologia alérgica, a imunoterapia especifica (ITE) pode alterar favoravelmen-
te a evolugdo natural da doenga. Objectivos: Avaliar, numa populagio de doentes com doenca alérgica respiratoria, a
percepcao dos doentes quanto a eficacia e seguranga da imunoterapia especifica subcutanea (ITSC). Material e méto-
dos: Inquérito de autopreenchimento aplicado no més de Maio/2010 aos adultos com alergia respiratoria, sob ITSC ha
>| ano, que fossem efectuar injeccao de ITSC a consulta de Imunoalergologia do nosso hospital. Questionou-se a pre-
senca de reacgdes adversas e o seu timing de aparecimento, bem como a dor e o receio associados a injecgao da vacina
(em escala visual analogica). Questionou-se a percepgao da eficacia da vacina quer em termos sintomaticos quer em
termos de necessidade de consumo de farmacos e, por Gltimo, questionou-se as preferéncias quanto a via de ITE. Re-
sultados: Os niveis de dor e de receio associados a injecgao sao relativamente baixos, assim como a frequéncia de
reacgoes adversas reportadas pelos doentes. As reacgdes sistémicas associam-se mais a ITSC a polenes, mas as reacgoes
recorrentes sao mais frequentes na ITSC a acaros. Segundo os doentes, a maior parte das reacgoes adversas ocorre nas
primeiras 2 horas (54%). A ITSC associa-se a um reconhecimento de melhoria clinica e de redugio da terapéutica, par-
ticularmente nos doentes sob ITSC ha 23anos, nos quais a percentagem de doentes sem terapéutica nas 24 horas
precedentes ¢é significativamente maior. S6 nos doentes com reacgoes adversas frequentes é que ha uma maior percen-

tagem (42%) que preferia a via sublingual. Conclusdao: De uma forma geral,a ITSC é percebida como eficaz, associando-
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-se a melhoria clinica e diminui¢do do consumo de farmacos, segura e pouco incomoda. A maioria dos doentes sob ITSC

acha que esta forma é mais facil de nao esquecer e nao prefere a ITE sublingual.

Palavras-chave: Alergia, asma, imunoterapia especifica subcutinea, questionario, rinite.

ABSTRACT

Background: In allergic asthma andlor rhinitis, specific immunotherapy (SIT) may favourably change the course of the
disease. Objectives: To assess, in a population of patients with respiratory allergy receiving subcutaneous SIT (SCIT), their
perception regarding efficacy and safety of SCIT. Material and methods: Self-administered questionnaire applied in May/2010
to all adult patients with respiratory allergy, SClT-treated for > year, that came to our hospital’s Allergy Clinic to receive their
monthly SCIT injection. Patients were asked about any adverse reactions and their timing of appearance, as well as any pain
or apprehension associated with the allergen injection (visual analog pain scale). Patients were also asked about their perception
of the efficacy of SCIT regarding symptoms and medication use and about their preference regarding SIT route (subcutaneous
or sublingual). Results: The levels of pain and fear associated with SCIT injections are relatively low, as is the frequency of
adverse reactions reported by patients. Systemic reactions are more frequently associated to pollen SCIT but recurrent reactions
are more frequently seen in mite SCIT. Sublingual route is preferred by 42% of patients with frequent or very frequent adverse
reactions. According to patients, most adverse reactions (54%) occur within the first 2 hours after SCIT injection. SCIT is as-
sociated with patients’ perception of clinical improvement, as well as with reduction of need for pharmacological therapy, par-
ticularly in SCIT-treated patients for 23 years, in whom, the proportion of patients without any treatment in the previous 24
hours is significantly higher. Conclusion: In general, SCIT is seen as safe, effective and associated with clinical improvement,
reduction of medication need and only a little discomfort. Most SCIT-treated patients find it easier to remember and prefer this

to sublingual daily administrations.

Key-words: Allergy, asthma, questionnaire, rhinitis, allergen immunotherapy.

INTRODUCAO

Nos doentes com alergia respiratéria,a associagao entre
asma e rinite é muito frequente, existindo diversos meca-
nismos fisiopatoldgicos pelos quais a inflamagao de um an-
dar pode influenciar negativamente o outro'. Alias,a alergia
deve ser considerada uma doenca sistémica, havendo en-

volvimento da medula éssea na geragdo de precursores das

INTRODUCTION

In patients with respiratory allergy,asthma and rhini-
tis are frequently associated.There are several pathophy-
siological mechanisms via which inflammation of one
level negatively impacts on the other!. Allergy should be
considered a systemic disease, with the bone marrow

being involved in the production of precursors of inflam-
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células responsaveis pela inflamagao local. Assim, ha neces-
sidade de uma abordagem terapéutica global ou holistica
dos doentes com alergia respiratoria (asma e/ou rinite), a
qual é também mencionada no projecto ARIAZ, que refere
o papel da imunoterapia especifica (ITE) nos casos com
etiologia alérgica demonstrada. Em Portugal, os acaros do
po doméstico sao os alergénios mais significativos, seguindo-
-se-lhes os pélenes de gramineas, parietéria e oliveira’.

Por outro lado,a doenga alérgica € uma doenga evolutiva,
estando bem documentado que uma importante percentagem
de doentes com rinite alérgica vem a desenvolver asma,bem
como novas sensibilizagdes alergénicas. A este respeito,a ITE
tem uma acgao preventiva bem comprovada em qualquer
um destes dois aspectos*”. Inclusivamente, em criangas com
rinite alérgica e ja com evidéncia de hiperreactividade bron-
quica,a ITE associada a terapéutica farmacoldgica conseguiu,
num periodo de trés anos, induzir o desaparecimento dessa
hiperreactividade bronquica em quase 80% dos doentes alér-
gicos a acaros®, o que aponta uma vez mais para o papel da
ITE como agente modulador da gravidade da doenca alérgi-
ca, contribuindo para a redugao da mesma e dos custos as-
sociados® 0. Por outro lado, na decisio da utilizagio e manu-
tengao da ITE intervém inumeros factores, dependentes nao
s6 da necessidade objectiva dessa terapéutica e da diferen-
ciagao do médico prescritor, mas também, de forma igual-
mente importante, da percep¢ao dos doentes alérgicos dos
eventuais beneficios da ITE na sua qualidade de vida''.

Foi objectivo deste trabalho efectuar uma avaliagio na
“vida real” da percepgao pelos doentes dos eventuais im-
pactos da ITE subcutinea (ITSC),quer positivos,na melhoria
da sintomatologia e/ou na diminuicao da medicagao utilizada,
quer os eventuais impactos negativos da ITSC, nomeada-
mente a dor ou o receio associados a injec¢ao subcutanea
e as eventuais reacgoes adversas autorreferidas pelos doen-
tes. Neste sentido, o presente trabalho é inovador na medi-
da em que se debruga exclusivamente sobre o ponto de
vista dos doentes e sobre a sua opiniao quanto a ITSC que
estdo a efectuar. Embora esta percepgio seja obviamente

subjectiva,importa conhecé-la com maior profundidade para

matory cells. There is, thus, the need for a global or
holistic therapeutic approach to patients with respira-
tory allergy (asthma and/or rhinitis), also mentioned in
the ARIA? project, which discusses the role of specific
immunotherapy (SIT) in cases with a proven allergic aetio-
logy. In Portugal, house-dust-mites are the most common
allergens, followed by grass, wall pellitory and olive tree
pollens3.

In addition, allergic disease is an evolving condition.
It has been shown that a significant proportion of al-
lergic rhinitis patients go on to develop asthma, in addi-
tion to new allergenic sensitisations. Here SIT has a
preventive action, which has been widely documented
for both aspects*’. In children with allergic rhinitis who
already showed evidence of bronchial hyperreactivity,
SIT in association with pharmacological treatment in-
duced the disappearance of bronchial hyperreactivity in
almost 80% of house-dust-mite allergic patients® within
three years. This increasingly indicates that SIT is a
modulator of the severity of allergic disease, contribut-
ing to its reduction as well as that of its associated
costs®!0, Several factors play a part in the decision to
prescribe and continue SIT. These depend not only on
the objective need for this treatment and the differen-
tiation of the prescribing physician but also, and equally
importantly, on the allergic patient’s perception of the
benefits SIT confers on his/her quality of life''.

Our study aimed to assess patients’ ‘real life’ per-
ception of the impact of their subcutaneous SIT (SCIT).
This included its eventual positive impact on their
symptoms and any reduction in their medication, plus
any negative effects of SCIT, namely the pain or appre-
hension associated with the subcutaneous injection and
any adverse reactions self-reported by patients. In this
respect, our study is innovative as it deals only with
patients’ perception and their opinion of the SCIT they
are receiving. While this opinion is obviously subjective,
it is important to understand it in depth in order to

appreciate how far the efficacy, safety and discomfort
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perceber até que ponto a eficcia, a seguranga e o descon-
forto desta modalidade terapéutica € vista como positiva ou
negativa numa autoavaliagio anénima e independente do

alergologista assistente que prescreveu a vacina.

MATERIAL E METODOS

Inquérito efectuado durante Maio/2010 aos doentes com
idade superior a 18 anos que recorreram a consulta de Imu-
noalergologia do Hospital de Santa Maria, EPE para aplicagao
de injecgao de ITSC com extracto alergénico nesse més. To-
dos os doentes tinham alergia respiratéria previamente diag-
nosticada por imunoalergologista (asma e/ou rinite alérgicas)
e efectuavam, ha pelo menos um ano, tratamento com ITSC.

O inquérito de autopreenchimento (Anexo 1) avaliou

aspectos relacionados com:

a) A medicagao utilizada normalmente e nas 24 horas pre-
cedentes a aplicagdo da vacina, avaliando de igual forma
a percepgao dos doentes quanto a maior ou menor
necessidade de utilizacdo de farmacos entre o periodo
antes do inicio da ITSC e o momento do inquérito;

b) A percepgio dos doentes quanto a melhoria ou
deterioragao da sua sintomatologia alérgica entre o
periodo antes do inicio da ITSC e o momento do
inquérito,bem como a eventual relagao de melhoria
ou deterioragao clinica com a proximidade da data
da injecgao de ITSC;

c) As eventuais reacgoes adversas que pudessem ter
ocorrido em qualquer momento com a aplicagao
de ITSC e o seu timing de aparecimento relativa-
mente a injecgao de ITSC;

d) A quantificagdo, por escala visual analogica, da dor
normalmente associada a injecgao de ITSC;

e) A quantificagdo, por escala visual analdgica, do eventual
receio que pudesse estar associado a injecgao de ITSC
e, no caso de este valor ser superior a zero,a percep-

¢ao dos factores que os doentes mais receavam;

associated with this treatment option are seen as po-
sitive or negative in an anonymous self-evaluation that
is independent of the allergologist who prescribed the

vaccine.

MATERIAL AND METHODS

The survey was conducted in May 2010 among patients
aged |8 years old or older who came to our Immunoal-
lergology and Immunology Clinic for SCIT injection during
that month. All patients had physician-diagnosed respira-
tory allergy (allergic asthma and/or rhinitis) and had been
treated with SCIT for at least a year.

Patients filled in a self-administered questionnaire (Ap-

pendix I), which assessed:

a) the medication usually taken, and in the 24 hours
prior to receiving the vaccine; questions were also
asked on patients’ perception as to whether a grea-
ter or lesser use of medication was needed between
the period before starting SCIT and when the sur-
vey was performed;

b) patients’ perception as to any improvement or
worsening in their allergic symptoms between the
period before starting SCIT and when the survey
was performed, as well as any correlation between
clinical improvement or worsening nearing the date
of the SCIT injection;

c) any adverse reactions, experienced at any time, to
the SCIT and any correlation between the onset of
the reaction and the SCIT injection;

d) quantification of the pain usually associated with the
SCIT injection using a visual analog pain scale;

e) quantification of possible apprehension that might
be associated with the SCIT injection using a vi-
sual analog scale and, if there was any, patients’
perceptions of which factors lead to the most ap-

prehension;
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f) A escolha dos doentes quanto a via de administragao
que preferiam e a que achavam mais facil de nao

esquecer.

Para a andlise estatistica dos resultados utilizou-se o soft-

ware SPSS 18.0 for Windows® (SPSS Inc., Chicago, USA).

Efectuou-se a andlise descritiva dos dados através de frequén-
cias absolutas e relativas e analise bivariada. Dado as variaveis
apresentarem distribuicao nao normal, utilizaram-se os testes
nao paramétricos Mann-Whitney e Kruskal-Wallis para a

comparagao, respectivamente, de dois ou mais grupos de

dados, e o teste de Spearman para as correlagoes de dados.

Foram considerados como significativos valores de p<0,05.
O presente estudo foi submetido e aprovado pela co-

missao de ética do nosso hospital.

RESULTADOS

Durante o més de Maio, 292 doentes vieram efectuar
injeccao subcutanea de ITE a consulta de Alergologia do
nosso hospital. Catorze doentes recusaram preencher o
questionario, 68 foram excluidos por estarem sob ITE ha
menos de um ano e 22 por terem preenchido incorrecta-
mente os questionarios. Assim, recolhemos um total de
188 questionarios validamente preenchidos.

No Quadro | apresentam-se os dados referentes a
composicao das vacinas administradas, patologia alérgica
e tempo de duragao da ITE. Verifica-se que 93% das vaci-
nas sao monoalergénicas (contendo apenas um grupo de
alergénios), existindo uma predominancia global da ITSC
para dcaros, particularmente nos quadros de asma, com
ou sem rinite (>70%). Nos doentes que apenas referem
rinite, apesar de a maioria estar sob ITSC para acaros
(52%),a ITSC a polenes esta mais representada.

Em média, esta populagao global de 188 doentes esta-
va a fazer ITE ha 2,4 + |,4 anos.

A data do inquérito, | 17 doentes (62%) referem estar

sob medicagao farmacologica regular,no entanto |5 destes

f) patients’ choice as to the preferred route of admin-
istration and which they thought they would be less
likely to forget.

Statistical analysis was carried out using SPSS 18.0 for
Windows® (SPSS Inc., Chicago, USA). We performed a
descriptive analysis of the data using absolute and relative
frequencies and bivariate analysis. Since the variables did
not follow a normal distribution, we used the non-para-
metric Mann-Whitney and Kruskal-Wallis tests to com-
pare two or more groups of data, respectively, and the
Spearman test to correlate data.We set a p < 0.05 level
of significance.

The study was approved by the Hospital’s Ethics Com-

mittee.

RESULTS

In May, 292 patients came to our Immunoallergology
Clinic for their SIT subcutaneous injection. Fourteen pa-
tients refused to complete the questionnaire, 68 were
not eligible as they had been undergoing SCIT for less
than a year and 22 were excluded for completing the
questionnaires incorrectly. This left a total of 188 valid
questionnaires.

Table | presents the data on the vaccines adminis-
tered, allergic disease and duration of SIT. Ninety three
percent of vaccines were monoallergenic (containing
only one allergen group) with an overall predominance
of SCIT to house-dust-mites, particularly for asthmatic
patients with or without rhinitis (> 70%). While the
majority of rhinitis-only patients were undergoing SCIT
to house-dust-mites (52%), SCIT to pollen was more
frequently seen.

This global patient population had been undergoing SIT
for an average of 2.4 + | .4 years.

At the time of the survey, |17 patients (62%) were
taking regular medication, although |5 of these (13%) had
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Quadro |. Dados dos doentes e das vacinas (n=188)
Table I. Patient and SCIT data (n = 188)

Acaros / Gramineas / Parietaria / Wall
. . Outros / Others
House-dust-mites Grass pollen pellitory pollen

Composicao da ITSC (%) / o o o o
SCIT composition (%) 65% 26% 12% 4%
ITSC monoalergénica (%) / o o o o
Monoallergenic SCIT (%) 63% 20% 8% 2%

N Asma / Rinite / Asma + rinite /
Quadro clinico / Asthma Rhinitis Asthma + rhinitis
Clinical picture

22% 53% 25%

; >l e<2anos/ | 22e<3anos/ | 23 e<4anos/ | >4 e <5 anos/ >5 anos /
Duragao da ITSC / 2| and <2 years | 22 and <3 years | 23 and <4 years | 24 and <5 years > 5 years
SCIT duration

34% 30% 15% 14% 7%

Quadro 2. Terapéutica de base efectuada pelos doentes (n=102) nas 24 horas anteriores
Table 2. Maintenance treatment received by patients (n = 102) in the previous 24 hours

Distribuicdo por patologia (%) /
Grupo farmacolégico / o+ (%) Distribution by disease (%)
Pharmacological group Rinite / Asma / Rinite+asma /
Rhinitis Asthma Rhinitis+asthma

Cot.“tlc0|des toplc.os nasais / 41 (40%) 44 20 36
Topical nasal steroids
Antl-hls?mmlc.os orais / 36 (35%) 5| 19 30
Oral antihistamines
Ant'l-h|stam|n|cc?s.top|c.os nasais / 3 (3%) 67 B 33
Topical nasal antihistamines
Descongestionantes nasais / 2 (2%) 50 B 50
Nasal decongestants
Antagorustas receptores Ietfcotrlenos / 26 (25%) 8 43 39
Leukotriene receptor antagonists
Corticoides inalados / o
Inhaled steroids 16 (16%) B H >
Corticoides inalados + beta-2 inalados / o
Inhaled steroids + Inhaled 32-agonists 15 (15%) - >3 47

* O total é superior a 102 por haver doentes a fazer mais do que um farmaco / The total is higher than |02 as some patients were taking
more than one drug

544
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(13%) assinalaram nao ter tomado nenhum farmaco nas
24 horas precedentes. Dos restantes, a utilizagdo de me-
dicagao foi a que consta no Quadro 2.

Quanto ao numero de farmacos utilizado,52% dos doentes
que tomaram farmacos so6 tinha utilizado um tipo de farmaco,
30% tinham tomado 2 farmacos, 13% utilizaram 3 e 5% tinham
tomado 4 farmacos diferentes nas 24 horas precedentes. Em-
bora haja uma maior proporgao de doentes com asma e rinite
que tomaram dois ou mais farmacos, as diferengas no nimero
ou no tipo de farmacos entre o grupo de doentes s6 com asma
ou sé com rinite e o grupo de doentes com asma e rinite nao
sao estatisticamente significativas.

Verifica-se que os doentes sob ITSC ha 23 anos referem
menos frequentemente utilizar medicagao regular (44% nos
doentes sob ITSC ha 23 anos versus 74% nos doentes sob
ITSC ha <3 anos; p<0,01) e referem menor nimero de
farmacos tomados nas 24 horas precedentes (média de
0,90+0,61 farmacos nos doentes sob ITSC ha 23 anos ver-
sus 1,06+0,50 nos doentes sob ITSC ha <3 anos; p=0,01).

Relativamente a autoavaliacdo da evolucdo da doenca
alérgica, 84% dos doentes consideram-se melhorados en-
quanto apenas 15,5% se consideram no mesmo estado e
apenas um doente (0,5%) referiu achar-se pior da sua doen-
¢a alérgica desde o inicio da imunoterapia especifica. Este
doente tem asma e rinite e esta sob imunoterapia ha pou-
co mais de um ano. Relativamente a autoavaliacao da efi-
cacia da ITSC na redugao da terapéutica, 86% dos doentes
referem estar actualmente a tomar menos medicamentos
do que antes de iniciarem a ITSC, com uma correlagao
significativa (Spearman’s rho=0,51;p<0,001) com os que
também se consideram melhorados.

A percentagem de doentes que se acha melhorado é
ligeiramente superior nos doentes sob ITSC ha 23 anos
do que nos doentes sob ITSC ha <3 anos (91% versus 80%;
p=0,05). A proporgao de doentes que se acham melhora-
dos é ligeiramente superior na ITSC a gramineas (87%),
seguindo-se a ITSC a acaros (84%) e a ITSC a parietaria
(75%), contudo sem diferengas estatisticamente significa-

tivas. Esta mesma proporg¢ao de doentes que se acham

not taken any in the 24 hours prior to SCIT.The remaining
patients’ medication use is shown in Table 2.

In terms of the number of drugs used, 52% of pa-
tients who were prescribed drugs had used only one
type, 30% two, |13% three and 5% had taken four differ-
ent drugs in the 24 hours prior to the vaccine. While
there was a greater proportion of patients with asthma
and rhinitis who took two or more drugs, differences
in the number and type of drugs in the asthma-only,
rhinitis-only and asthma and rhinitis patients did not
reach statistical significance.

Patients undergoing SCIT for 2 3 years had less fre-
quent use of regular medication (44% of patients on SCIT
for 2 3 years vs. 74% of patients on SCIT for < 3 years; p
< 0.01). They had also taken less drugs in the 24 hours
prior to the vaccine (mean of 0.90+0.61 drugs in patients
on SCIT for 2 3 years vs. 1.06£0.50 in patients on SCIT
for < 3 years;p = 0.01).

Turning to self-assessment of allergic disease, 84% of
patients considered it improved, whereas only 15.5% felt
no change and one (0.5%) felt his allergic disease had wors-
ened since starting SIT. This patient had asthma and rhini-
tis and had been receiving immunotherapy for little more
than a year. In terms of self-assessment of SCIT’s efficacy
in reducing medication, 86% of patients stated they took
less medication now than before starting SCIT. This cor-
related significantly (Spearman’s rho = 0.51;p < 0.001) with
patients who also felt their condition had improved.

The proportion of patients who believed they had im-
proved was slightly higher among patients who had been
receiving SCIT for 2 3 years than among those receiving
SCIT for < 3 years (91% vs. 80%;p = 0.05). The proportion
of patients who felt they had improved was slightly higher
in those undergoing SCIT to grass pollen (87%), followed
by those undergoing SCIT to house-dust-mites (84%) and
SCIT to wall pellitory (75%); these differences did not at-
tain statistical significance, however. This same proportion
of patients who believed they felt an improvement was

slightly lower in those with concomitant asthma and rhini-
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melhorados é ligeiramente inferior nos doentes com asma
e rinite concomitantes (74%) do que nos doentes s6 com
asma (90%) ou s6 com rinite (86%), novamente sem atin-
gir significado estatistico.

E interessante sublinhar que 55% dos doentes referiram
melhorar nos dias que se seguem a vacina e 23% referiram
piorar nos dias que antecedem a vacina, sendo que 85%
destes Ultimos também referem melhorar nos dias que se
seguem a vacina. A percentagem de doentes que se con-
sidera melhorado é significativamente superior nos que
referem melhorar nos dias que se seguem a vacina do que
nos doentes que nao referem esta ocorréncia (91% versus
75%; p<0,01). Nao se encontrou relagao significativa com
qualquer outra das variaveis avaliadas neste questionario.

Na Figura | apresentam-se os dados das reacgoes ad-

versas. E de realcar o facto de mais de metade dos doen-

tis (74%) than in those with asthma only (90%) or rhinitis
only (86%). Again, these differences did not attain statisti-
cal significance.

It is of note that 55% of patients stated they felt im-
provement on the days following the vaccine and 23% felt
worse on the days leading up the vaccine, with 85% of the
latter stating they also felt better on the days following the
vaccine. The proportion of patients who felt an improve-
ment was significantly higher in those who stated they
experienced improvement on the days following the vac-
cine than in those patients who did not experience this
occurrence (91% vs. 75%;p < 0.01).No significant relation-
ship with any other variable assessed in this questionnaire
was found.

Figure | shows the data on adverse reactions. We high-
light that over half the patients stated they had never ex-

Frequéncia das reaccées (n=188) /
Frequency of reactions (n = 188)

Timing de aparecimento das reac¢des (n=87 doentes) /
Onset of reactions (n = 87 patients)

M Nunca / Never
W -2 vezes / [-2 times
O Algumas vezes / A few times

[ Vérias vezes / Several times

@ Quase sempre / Almost always

[ <60 min
O1-2h
W2-24 h
I 24-48 h
W >48 h

Tipos de reaccoes relatadas (n=87 doentes) / Type of reaction (n = 87 patients)

807

[ Inchago ou prurido local / Local swelling or pruritus

70+

M Cefaleias / Headaches

60

[ Sensagdo de corpo mole / Overall weakness

50 1

[ Fadiga / Fatigue

40

M Dispneia / Dyspnoea

301

[ Prurido generalizado / Generalised pruritus

201

B Vémitos/diarreia / Vomiting/diarrhoea

Numero de doentes /
| Number of patients

101
0-

[ Espirros ou nariz entupido / Sneezing or blocked nose

Figura |. Reacgdes adversas a ITSC
Figure I. Adverse reactions to SCIT
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tes referirem nunca ter tido qualquer reacgao adversa e
22% referirem apenas ter tido uma ou duas reacgoes no
decurso de toda a duragao da ITSC. No que diz respeito
a reacgoes recorrentes, 4 doentes (2%) referiram ter fre-
quentes reaccoes adversas e |5 (8%) té-las em todas ou
em quase todas as injecgSes, sendo que |7 destes 19 doen-
tes se encontravam a fazer |TSC para acaros e apenas 2
para polenes. A doenca alérgica de base, a sua terapéutica
e a duragao da imunoterapia, nao foram significativamente
diferentes nestes doentes.

E ainda de assinalar que 92% dos 87 doentes que re-
ferem reacgoes indicam a presenga de reacgdes no local
de administragao da vacina, existindo também com alguma
frequéncia cefaleias, astenia ou adinamia, normalmente de
inicio algumas horas apos a injecgao. Das reacgoes alérgi-
cas sistémicas mais caracteristicas, predominam os sinto-
mas nasais (10 doentes), seguidas do prurido generalizado
(5), dispneia (5) e queixas gastrintestinais (2). Nenhuma
reacgao motivou hospitalizagao ou recurso a urgéncia, mas
44% referiu ter efectuado medicagdo para as mesmas: 28%
dos doentes com reacgdes locais ou com reacgoes ines-
pecificas (cefaleias, astenia, adinamia) e 100% dos que re-
feriram dispneia, prurido generalizado ou vomitos, fizeram
medicagao para essas reacgoes; dois doentes com queixas
nasais apés a vacina nao fizeram qualquer medicagao.

E de salientar que as reacgbes nio exclusivamente locais
e as reacgoes que receberam tratamento foram um pouco
mais frequentes nos asmaticos e na ITSC a polenes do que na
ITSC a acaros, embora sem diferencas estatisticamente signi-
ficativas.Segundo os doentes,a maior parte das reacges ocor-
re nas duas horas apos as injecgoes, embora ainda haja uma
percentagem significativa que refere reac¢oes mais tardias.

No que diz respeito a dor e ao receio relacionados com
as injecgoes da ITSC, os resultados s3o apresentados no
Quadro 3,bem como algumas das expressoes usadas pelos
doentes na especificagio desses mesmos receios. E de re-
ferir que nenhum doente expressou o receio de reacgoes
ameagadoras de vida. Dos 6% de doentes que expressam

algum receio, 4/5 estao sob ITSC ha <3 anos.

perienced any adverse reaction and 22% mentioned having
had only one or two reactions over the course of the SCIT.
In terms of recurrent reactions, four patients (2%) re-
ported frequent adverse reactions and |5 (8%) mentioned
having them with every, or almost every, injection. Seven-
teen of these 19 patients were receiving SCIT to house-
dust-mites and only two to pollen. There was no significant
difference in allergic disease, its treatment, and duration
of immunotherapy in these patients.

We further describe that 92% of the 87 patients who
reported reactions had local reactions at the injection
site,along with frequent headaches, asthenia and adynamia,
usually beginning some hours after the injection. Nasal
symptoms were the most common of the systemic al-
lergic reactions (10 patients), followed by generalised
pruritus (5), dyspnoea (5) and gastrointestinal complaints
(2). No reaction led to hospitalisation or recourse to
Emergency Room, although 44% took medication for the
reactions: 28% of the patients with local or non-specific
reactions (headache, asthenia, adynamia) and 100% of
those who experienced dyspnoea, generalised pruritus or
vomiting took medication for those reactions; two pa-
tients with nasal complaints following the vaccine did not
take any medication.

We underline that systemic reactions and the reac-
tions that were treated were rather more common in
asthma patients and in those receiving SCIT to pollens
than in those receiving SCIT to house-dust-mites.
These differences were not statistically significant,
however. The patients stated that the greater part of
the reactions occur within two hours of the injections,
although a significant proprtion reported more delayed
reactions.

Table 3 presents the findings on the pain and apprehen-
sion associated with SCIT injections. Here we also show
some expressions patients used to voice their apprehen-
sion. No patient feared that the injections could be fatal.
Of the 16% of patients who expressed apprehension, 4/5

had been receiving SCIT for < 3 years.
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Quadro 3. Dor e receios associados a imunoterapia especifica subcutanea (ITSC)
Table 3. Pain and apprehension associated with subcutaneous specific immunotherapy (SCIT)

Item avaliado Pontuacdes observadas / Scores
(escala visual analégica 0-10) /
D G et % classif«or | MediatDP/I g, Pys P, P,, | Max
(visual analog scale 0-10) Mean  SD
Dor da injecgao / Pain of injection 52 097 £ I.11 0 0 0 2 4
Receio / Apprehension 84 0.16 £ 0.51 0 0 0 0 3

Expressoes de receio referidas:

), 6 ”, 6
9, 6
9, 6 ”, 6

Apprehension expressions given:

2, ¢ 2, ¢

9, ¢,

“alergia grande”;“reacgdo negativa”;““reacgao a vacina fora do hospita
tempo ira continuar a fazer a vacina”;“dependéncia da vacina para melhorar da alergia”;“ndo saber se vai sentir dor ou nao”;
“ficar com dor no brago”;“medo de agulhas”;*“dor mais psicolégica que fisica”;

“huge allergy”; “negative reaction”;“reaction to the vaccine away from the hospital”; “fear of feeling ill”’; “not knowing how long I'll have
to continue the vaccine for”;“dependence on the vaccine to improve the allergy”; “not knowing if it will be painful or not”;“having pain
in the arm”;“fear of needles”; “pain more psychological than physical’;

I”'“ I”'“
) ’

medo de me sentir ma

”, 6

ndo saber por quanto

33, €6

33, ¢¢

Legenda: % classif “0” — percentagem de doentes que assinalaram 0 na escala respectiva; DP — desvio-padrao; Min — valor minimo;

Max — valor maximo; P — percentil

Key: % classif “0” — percentage of patients who gave a score of 0 in the respective scale; SD — standard deviation; Min — minimum value;

Max — maximum value; P — percentile

Constata-se uma correlagio significativa, embora com
um valor de rho relativamente baixo, entre as pontuagoes
nas duas escalas visuais analégicas (rho=0,19;p<0,01), que
se traduz no facto de os doentes que assinalam uma dor
um pouco mais intensa serem também os que referem
maior receio relativamente as injecgoes de ITSC:21% dos
que referem intensidade de dor 22 afirmam algum receio
(pontuacao 1), versus apenas 5% dos que referem inten-
sidade de dor <2.

Finalmente, verifica-se que 22% dos 188 doentes pre-
feriam a imunoterapia por comprimidos (42% no subgru-
po com reacgoes adversas frequentes), mas s6 14% acham
mais facil ndo esquecer tomar um comprimido diario do
que uma injecgao mensal. Os doentes que expressam maior
intensidade de dor;mas nao os que expressam mais receio,
e aqueles com reacgoes adversas frequentes preferem
significativamente mais a imunoterapia sublingual (p<0,05),
sendo esses os Unicos factores com relevancia estatistica

na preferéncia pela via sublingual.

There is a significant correlation, albeit with a rela-
tively low Spearman’s rho value, between the scores of the
two visual analogue scales (Spearman’s rho = 0.19;p <0.01),
meaning that those patients who experienced slightly more
intense pain were also those who expressed greater ap-
prehension over the SCIT injections: 21% of those who
mentioned intensity of pain, 2 2 expressed some apprehen-
sion (score 2 1), versus only 5% of those who mentioned
intensity of pain < 2.

Finally, we found that 22% of the |88 patients preferred
immunotherapy with tablets (42% in the subgroup of pa-
tients with frequent adverse reactions) but only 14% found
it easier to remember to take a daily tablet than a monthly
injection. Patients who mentioned greater intensity of pain,
but not those who expressed a higher level of apprehension,
and those with frequent adverse reactions, had a signifi-
cantly greater preference for sublingual immunotherapy (p
< 0.05). These were the only factors with statistical rele-

vance in the preference for sublingual immunotherapy.
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DISCUSSAO

No presente estudo, verificamos que a ITSC, nos doen-
tes que a estao a efectuar ha mais de um ano, é globalmente
vista como um tratamento seguro, sendo as injecgoes con-
sideradas nao dolorosas ou apenas ligeiramente dolorosas
e nao implicando qualquer tipo de receio na maior parte dos
doentes. Também a eficacia da ITSC é reconhecida: 76% dos
doentes acham-se melhorados e referem concomitantemen-
te utilizar menos farmacos do que antes do inicio da ITSC.
Esta eficacia é ainda mais evidente nos doentes sob ITSC ha
3 ou mais anos: 86% dos doentes sob ITSC ha 23 anos
acham-se melhorados e dizem utilizar menos farmacos.

No entanto, este estudo tem as limitagoes decorrentes de
se tratar de um inquérito aos doentes e,portanto,debrucar-se
sobre aspectos relativamente subjectivos e autoavaliados pe-
los préprios doentes. Por outro lado, como algumas das per-
guntas se reportam a eventos passados,nao é possivel excluir
a existéncia de viés de memoria. No entanto, este estudo
pretendeu ser um estudo da “vida real hospitalar”, onde mui-
tas das decisOes terapéuticas sao tomadas com base em ele-
mentos subjectivos, fornecidos retrospectivamente pelo
doente na consulta. Adicionalmente, este estudo tem ainda a
limitagdo decorrente de s6 abranger os doentes que se man-
tém a efectuar a ITSC, excluindo assim todos aqueles que, por
motivos de seguranca,desconforto ou falta de eficacia,suspen-
deram esse tratamento. No entanto, dada a ampla evidéncia
cientifica da seguranca e eficacia da [TSC em ensaios clinicos
duplamente cegos, randomizados e controlados com placebo

1213 hioseachou

e,inclusivamente em estudos de meta-analise
necessario acautelar este aspecto, antes se pretendendo re-
colher e analisar as opinides dos doentes que, de facto, esta-
vam activamente a efectuar este tipo de tratamento.

De forma semelhante, um estudo recente dinamarqués
que incidiu sobre a avaliagao da ITSC, fundamentalmente a
polenes de gramineas,também questionou retrospectivamen-
te um nimero semelhante de doentes (n=253), tendo encon-
trado redugao de sintomatologia e melhorias significativas no

bem-estar fisico e psicolégico'®. Outros estudos também se

DISCUSSION

Our study found that patients who have been receiv-
ing SCIT for over a year see it overall as a safe treat-
ment. The injections are not considered painful or only
slightly painful, and do not inspire any apprehension in
the majority of patients. The efficacy of SCIT is also
recognised: 76% of patients felt improvement and made
concomitant mention of less recourse to medication
than before starting SCIT. This efficacy was even more
apparent in patients who had been undergoing SCIT for
three or more years; 86% of patients undergoing SCIT
for 23 years reported improvement and less recourse
to medication.

This study, however, is limited in being a patient-
-enquiry study and, thus, dealing with relatively subjec-
tive aspects, self-reported by the patients. Equally so, as
some questions focus on past events, recall bias cannot
be ruled out. This study aims at being a snapshot of ‘real
hospital life’, where many treatment decisions are taken
based on subjective elements, usually given retrospec-
tively by the patient during his/her specialist clinic ap-
pointment. Furthermore, this study is also limited in that
it only deals with those patients who undergo SCIT and
excludes those who discontinued the treatment due to
safety, discomfort or lack of efficacy. That said, there is
substantial scientific evidence of SCIT’s safety and effi-
cacy in double-blind, randomised, placebo-controlled
clinical trials, and also in meta-analyses'?'3. Accordingly,
special precautions over this aspect were not deemed
necessary and we preferred to gather and analyse the
opinions of patients who were actually undergoing this
type of treatment.

A recent Danish study evaluating SCIT mainly to
grass pollen also performed a retrospective enquiry in
a similar number of patients (n = 253), and found re-
duced symptoms and significant improvements in physi-
cal and psychological well-being'4. There have been

other studies into patient satisfaction and their percep-
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tém debrucado sobre a satisfacio de doentes e sobre a efica-
cia e a tolerabilidade percepcionadas pelos doentes relativa-
mente a terapéuticas farmacoldgicas bem estabelecidas para
a doenca alérgica, utilizando questionarios e avaliagoes retros-
pectivas a doentes sob essas terapéuticas'>'é, Inclusivamente,
um estudo finlandés recente abordando apenas a rinite alér-
gica, baseado em questionarios a doentes, mostrou que as
medidas de evicgao sao percebidas por estes como dispendio-
sas e pouco eficazes'” e que, pelo menos 20-25% dos doentes
com rinite alérgica, ndo esta satisfeito com a terapéutica far-
macoldgica, defendendo-se ser cada vez mais necessario que
os médicos tenham uma melhor compreensao das expectati-
vas dos doentes e da sua satisfagao, uma vez que a insatisfagao
induz consumo de muiltiplos farmacos e produtos de venda
livre, habitualmente com maus resultados clinicos'”'8,

Na presente populagio de doentes, os acaros sao o aler-
génio mais frequente nos tratamentos de hipossensibilizagao
(>60%),sendo predominantes as ITE monoalergénicas (93%),
o que estd de acordo com as recomendagdes europeias®,
existindo apenas 7% de vacinas com misturas de alergénios,
a maior parte incluindo diferentes tipos de polenes, mas
2,1% ainda incluindo acaros e pdlenes na mesma vacina.

Como seria de esperar, existe uma maior propor¢ao
de doentes nos trés primeiros anos de ITSC, o que tem a
ver nao s6 com os tempos de duragao deste tratamento
mas também com a maior possibilidade de os doentes ha
mais tempo sob ITSC efectuarem as injecgoes de manu-
tengdo fora do hospital, por questdes de comodidade.

Relativamente a doenga de base,a maioria dos doentes
sob ITSC s6 refere a presenca de rinite, havendo uma
proporcao semelhante que so refere queixas de asma e
de doentes com asma e rinite. Constatam-se diferencas
significativas entre os doentes s6 com rinite que referem
a presenga de asma, no sentido de uma maior represen-
tacao da ITSC a acaros nos doentes com asma (76% nos
com asma e 71% nos doentes com asma e rinite, versus
52% nos com rinite sem asma; p<0,01).

No presente estudo, os aspectos relativos a seguranga

tém uma avaliagao que julgamos francamente positiva, uma

tion of the efficacy and tolerability of well-established
pharmacological treatment for allergic disease, using
retrospective patient questionnaires and evaluations of
these treatments'>'. A recent Finnish patient question-
naire-based study in allergic rhinitis showed that avoi-
dance measures were seen by patients as costly and not
very efficacious'” and that at least 20-25% of allergic
rhinitis patients were not satisfied with their pharma-
cological treatment. There is an increasing need for
physicians to understand patients’ expectations and sa-
tisfaction, as a lack of satisfaction leads to consumption
of multiple drugs and over-the-counter remedies, usu-
ally with poor clinical results'”:'8,

In our patient population, house-dust-mites were
the most frequent allergen in hyposensitisation treat-
ment (> 60%), with monoallergenic SIT predominant
(93%), which is in line with European recommenda-
tions*. Only 7% of the vaccines were allergen mixes,
the greater part of which were different types of pollen,
but with 2.1% including house-dust-mites and pollens
in the same vaccine.

As expected, there was a greater proportion of pa-
tients in the first three years of SCIT, a fact connected
to the duration of the treatment and the increased like-
lihood of long-term SCIT patients having their mainte-
nance injections off-site of the hospital, to make their
lives easier.

In terms of allergic disease, the majority of patients
undergoing SCIT had rhinitis only, with a similar proportion
of patients complaining of asthma only and of both asthma
and rhinitis. There were significant differences between
rhinitis-only and asthma-only patients in that there was a
greater representation of SCIT to house-dust-mites in the
asthma patients (76% in the asthma-only patients and 71%
in the asthma and rhinitis patients versus 52% in the rhini-
tis-only; p < 0.01).

In our study, safety aspects received a frankly positive
evaluation, with around 54% of patients stating they had

never experienced a reaction to the vaccine and 22%
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vez que cerca de 54% dos doentes afirmam nunca ter tido
nenhuma reacgio a vacina e 22% afirmam so ter tido uma
ou duas reacgoes ao longo de todo o percurso terapéutico,
ou seja,em mais de %4 dos doentes a administragao de ITSC
¢é extraordinariamente bem tolerada. Alids, a seguranca da
ITSC tem sido objecto de investigagao em estudos prospec-
tivos da “vida real”, com uma documentagao de baixissima
incidéncia de reacgdes adversas e, nomeadamente, de reac-
coes sistémicas'?, dados semelhante aos do presente estudo,
no qual apenas 19 doentes (10%) € que afirmam ter reacgoes
frequentemente, maioritariamente reacgoes locais.

Relativamente ao tipo de reacgoes, na maior parte dos
casos sao referidas reaccoes locais. Reacgoes nao exclusiva-
mente locais observaram-se em 38 doentes (20%), mas apenas
em |9 (10%) é que se registaram reacgoes bem definidas de
orgaos ou sistemas, todas de grau | ou 2, segundo a classifi-
cagio da WAO?, sem serem referidas reacgdes graves ou
que tivessem motivado qualquer hospitalizagao ou recurso a
servico de urgéncia. Em cerca de 25 doentes (13%) houve
ainda referéncia a reacgdes de caracter inespecifico, como
cefaleias ou astenia/adinamia (Figura |), por vezes recorrentes,
mas cuja explicagdo fisiopatoldgica ndo € evidente.

De igual forma, a dor da injecgao e o receio de efeitos
adversos sio insignificantes para a maioria dos doentes, ao
contrario da opiniao de varios médicos. De facto, apesar
de alguns doentes referirem dor ligeira / moderada, mais
de 50% referem que a injeccao nao lhes causa nenhuma
dor (pontuagdo 0 na escala visual analdgica) e mais de 75%
referem que a perspectiva dessa injeccao nao lhes causa
qualquer receio. O maximo valor da pontuagao de dor na
escala visual analogica que registamos neste estudo foi 4,0
que, no tipo de escalas visuais analdgicas utilizadas, repre-
senta uma dor moderada. Nao encontramos na literatura
nenhum outro estudo que avalie de alguma forma a dor ou
eventuais receios induzidos pela ITSC, pelo que os dados
do presente estudo sao especialmente importantes.

No que diz respeito a percepgao da eficacia da ITSC, o
presente trabalho mostra que |58 (84%) doentes se acham

melhorados da sua doenca, sendo que os 16% que nao se

stating they had only had one or two reactions over the
course of the treatment, meaning that SCIT was extraor-
dinarily well tolerated in over three-quarters of the pa-
tients. In fact, SCIT’s safety has been assessed in prospec-
tive ‘real life’ studies, with a very low rate of adverse
reactions, and, specifically, very few systemic reactions
documented'?. These data are similar to those of our
study, in which only |9 patients (10%) had frequent reac-
tions, mainly local.

In terms of type of reaction, the great majority of
cases experienced local reactions. Reactions that were
not exclusively local were seen in 38 patients (20%) with
only 19 (10%) registering well-defined organ or sys-
temic reactions, all World Allergy Organization (WAOQO)
degree | or 2%°. There were no severe reactions or any
requiring hospitalisation or Emergency Room visits.
Around 25 patients (13%) had non-specific reactions,
such as headaches or asthenia/adynamia (Figure 1),
which were sometimes recurrent, but that had no evi-
dent pathophysiological explanation.

Equally so, the pain of the injection and apprehen-
sion of adverse effects were insignificant in the major-
ity of patients, contrary to the opinion of several
physicians. Although some patients complained of
mild-moderate pain, over 50% of patients said the in-
jection did not give rise to pain (score 0 on the visual
analog pain scale) and over 75% of patients said the
thought of the injection did not give rise to any ap-
prehension. The highest score given for pain on the
visual analog pain scale was 4, which on the type of
scale we used represents moderate pain.We found no
other study in the literature evaluating any pain or
apprehension induced by SCIT, making our data espe-
cially important.

Turning to SCIT’s perceived efficacy, we found that
I 58 patients (84%) felt their disease had improved. The
16% who felt they had not improved were, in three-
quarters of cases, patients who had been undergoing
SCIT for less than two years. In addition, 161 patients
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acham melhorados sao,em %4 dos casos,doentes sob ITSC
ha menos de 2 anos. Adicionalmente, 161 doentes (86%)
referem necessitar de menos terapéutica farmacologica do
que antes de estarem sob ITSC, dados que comparam fa-
voravelmente com a avaliagdo da eficacia de varias outras
estratégias terapéuticas. Uma vez mais,os 14% que referem
necessitar de mais terapéutica farmacoldgica estao, na sua
maioria, sob ITSC ha menos de 2 anos.

Por outro lado, a andlise da terapéutica efectuada nas 24
horas precedentes permite também chegar a conclusoes se-
melhantes:os doentes que afirmaram nao ter tomado nenhum
farmaco para a sua doenga alérgica estao ha mais tempo sob
ITSC do que os que afirmaram tomar habitualmente medi-
cagdo de base (2,6 versus 2,1 anos; p=0,014). No entanto, nao
existiram diferengas significativas entre os diferentes tipos de
extractos ou entre as diferentes apresentagdes clinicas rela-
tivamente a toma de terapéutica nas 24 horas precedentes.

Embora ndo fosse objectivo do presente estudo efectuar
uma comparagao de eficacia da ITSC com a terapéutica
farmacoldgica, podemos considerar que estes dados com-
param favoravelmente com os de um estudo de autoavaliagao
de impacto da terapéutica farmacoldgica (anti-histaminicos)
em doentes com patologia alérgica'®, no qual uma maior
percentagem de doentes considerou nao ter havido impac-
to favoravel do tratamento com alguns anti-histaminicos de
segunda geragao utilizados e com os de um outro estudo,
em mais de 2000 doentes com rinite, que demonstrou que
apenas 30-40% de doentes com rinite é que referiu estar
satisfeito com o seu tratamento médico?'.

Diversos estudos prévios tém analisado a eficacia da ITE
na reducao da necessidade de terapéutica farmacologica para
a doenga alérgica. Maestrelli et al verificaram uma redugao
estatisticamente significativa no uso de broncodilatadores de
SOS e uma melhoria nos valores de peak-flow nos doentes
submetidos a 3 anos de ITSC?% Ozdemir et al observaram
redugdes significativas na dose e duragdo da corticoterapia
inalada, conseguindo-se mesmo obter a descontinuagao da
corticoterapia inalada, durante pelo menos 6 meses,em 52%

dos doentes tratados com farmacos + ITE sublingual versus

(86%) said they needed less medication than before
starting SCIT. These data compare favourably with as-
sessments of the efficacy of several other treatment
strategies. Once again, the majority of the 14% who felt
the need for more medication had been undergoing SCIT
for less than two years.

An analysis of the treatment undergone in the 24 hours
prior to SCIT also allowed us to draw similar conclusions:
patients who had not taken any medication for their al-
lergic disease had been undergoing SCIT for longer than
those who usually took medication (2.6 versus 2.1 years;
p = 0.014). There were,however, no significant differences
between the different types of extracts or the different
clinical presentations in terms of medication use in the 24
hours preceding SCIT.

While this study did not seek to compare the ef-
ficacy of SCIT and pharmacological treatment, we can
consider that these data compared favourably with
those of a self-assessment study into the impact of
drug treatment (antihistamines) in patients with al-
lergic disease'®, where a greater proportion of patients
felt there had been no favourable impact on treatment
with some second-generation antihistamines used. Our
study also compared favourably with another study in
over 2000 patients with rhinitis, which showed that
only 30-40% of these were satisfied with their medical
treatment?!.

A raft of earlier studies has analysed SIT’s efficacy
in reducing the need for pharmacological treatment for
allergic disease. Maestrelli et al. found a statistically
significant reduction in the use of bronchodilators prn
and an improvement in the peak-flow in patients who
had been undergoing SCIT for three years22. Ozdemir
et al. found significant reductions in the dose and dura-
tion of inhaled corticotherapy and managed to obtain
suspension of the inhaled steroids, for at least six
months, in 52% of patients treated with drugs and sub-
lingual SIT vs. 9% in the drug-only group?. Similarly,

Blumberga et al. in a three-year randomised, double-
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9% do grupo tratado apenas com farmacos?. De forma se-
melhante, Blumberga et al, num estudo em asmaticos durante
trés anos, randomizado, duplamente cego e controlado com
placebo, encontraram diminuiges estatisticamente significa-
tivas da utilizagdo de corticosterdides inalados no segundo
ano de ITSC a acaros, reforcadas adicionalmente no terceiro
ano, na comparagao entre o grupo tratado com farmacos +
+ placebo (reducdo média de 42%) e o grupo tratado com
farmacos + ITSC (redugao média de 90% na dose de corti-
costerdides inalados, com alguns doentes a conseguirem a
descontinuagio da corticoterapia inalada)?*.E ainda de referir
que resultados equivalentes foram obtidos por outros autores
em estudos retrospectivos da “vida real” comparando a far-
macoterapia isolada com a associagao ITE + farmacos®?. Tam-
bém no presente estudo se verifica que,nos doentes sob ITSC
ha 23 anos, hd um menor consumo autorreportado de far-
macos, em comparagao com o dos doentes ha menos tempo
sob esta terapéutica, traduzindo o facto de ser a ITE uma
intervencao etioldgica eficaz e a inica com eventual potencial
curativo,mas que exige um tempo prolongado de tratamento
para maximizar esses efeitos benéficos. A semelhanca dos
presentes resultados, também num estudo espanhol publica-
do em 1999,embora com apenas 3 | doentes, se verificou uma
elevada satisfagao pos-ITSC, particularmente nos doentes em
ITSC ha mais tempo e, nesse estudo, sem qualquer relagao
com o tipo de alergénios ou com a doenga de base?.

Em 2008, Demoly et al procuraram,através de um inqué-
rito genérico, avaliar a opinido sobre a ITE de doentes com
rinite e de médicos especialistas e nao especialistas em Aler-
gologia?’. Nesse trabalho documentou-se uma opinido favo-
ravel relativamente a ITE, tanto por doentes a quem esta tinha
sido receitada como por doentes que nao estavam sob esta
terapéutica. De forma interessante, apenas cerca de 30% dos
doentes achava que a via sublingual aumentaria a convenién-
cia deste tipo de tratamento especifico, dados relativamente
semelhantes aos 42 doentes (22%) que, no presente estudo,
afirmaram preferir a imunoterapia por comprimidos: destes
42, cerca de 20% tém reacgdes adversas frequentes, 47%

reacgoes adversas nao exclusivamente locais e 64% referem

blind, placebo-controlled study in asthma patients
found a statistically significant reduction in the use of
inhaled corticosteroids in the second year of SCIT to
house-dust-mites. This was additionally reinforced in
the third year when the drug + placebo treated group
(mean reduction of 42%) was compared with the drug
+ SCIT group (mean reduction of 90% in inhaled steroid
dose, with some patients able to discontinue inhaled
steroids)2.

We further mention that equivalent results were
gleaned by other authors in retrospective ‘real life’ stu-
dies comparing isolated drug therapy with the SIT + drug
association®2°. Our study also found that patients who
had been undergoing SCIT for 2 3 years had a self-
-reported lower consumption of medication than pa-
tients receiving this treatment for less time. This shows
that SIT is an efficacious aetiological intervention and
the only one possibly able to cure, but which demands
an extended treatment time to maximise these benefi-
cial effects. Similarly to our results,a 1999 Spanish study,
albeit with only 31 patients, found a high level of satis-
faction post-SCIT, particularly in patients who had been
undergoing SCIT for a longer period, and in that study,
with no relationship to the type of allergen or the un-
derlying allergic disease?®.

In 2008, Demoly et al. used a non-specific enquiry
to evaluate rhinitis patients’ and Allergology specia-
lists’ and non-specialists’ opinion of SIT?”. This study
showed that a favourable opinion of SIT was held both
by patients who had been prescribed this treatment
and patients who were not undergoing this treatment.
Interestingly, only around 30% of patients found the
sublingual route of administration increased the con-
venience of this type of specific treatment.These data
were relatively similar to those of the 42 patients
(22%) who, in our study, preferred immunotherapy via
tablets. Of these 42,around 20% had frequent adverse
reactions, 47% had non-local reactions and 64% men-

tioned some degree of pain related to the injection.
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alguma dor relacionada com a injecgao, factores que podem
ajudar a explicar essa preferéncia e que deverao ser tidos em
linha de conta pelo alergologista assistente na decisao de
continuagdo da ITSC. Contudo,86% dos doentes acham que
uma injecgao mensal é mais facil de nao esquecer.
Finalmente, € interessante verificar que ha um grupo nu-
meroso de doentes (55%) que associa melhorias clinicas aos
dias que se seguem a injecgdo, sem qualquer relagao aparen-
te com o tipo de doenga de base ou tipo de extracto alergé-
nico. No nosso entender; este achado devera motivar estudos
ulteriores, no sentido de se tentar verificar,em primeiro lugar,
se € possivel demonstrar e confirmar objectivamente esta
relagao e, em segundo lugar, se esse eventual efeito benéfico
€ apenas um efeito placebo relativamente a uma administra-
¢ao terapéutica por via injectavel ou se existe algum meca-
nismo terapéutico que lhe possa estar subjacente e que, in-
clusivamente, possa explicar a associagao estatisticamente
significativa observada entre a melhoria nos dias apos a ad-

ministragao da vacina e a melhoria clinica pos-ITSC.

CONCLUSAO

Nesta populagao de doentes adequadamente seleccio-
nados e acompanhados por especialistas com experiéncia
nesta area terapéutica,a imunoterapia especifica subcutanea
(ITSC) tem uma apreciagao claramente favoravel por parte
dos doentes que a estdo a efectuar, sendo percebida como
um tratamento nao doloroso ou pouco doloroso e bastan-
te seguro, pelo que nao induz nenhum grau de receio signi-
ficativo. Na maioria dos doentes, a ITSC nao se associa a
nenhumas reacgSes adversas ou sé a infrequentes reacgoes
locais. Em termos de eficacia, a ITSC foi também associada
amelhoria clinica e a diminuigao da necessidade de terapéu-
tica farmacologica de manutengao, especialmente nos doen-
tes que se encontram a receber ITSC ha 3 ou mais anos.

Conclui-se assim que, para além da ampla evidéncia
cientifica favoravel a ITSC, o presente estudo demonstra

que estes beneficios clinicos sao percebidos como rele-

These factors could go towards explaining preference
and should be taken into account by the allergologist
when making the decision to continue SCIT. Overall,
in our study 86% of patients found that a monthly
injection was easier to remember.

Finally, it is interesting to note that a large group of
patients (55%) found clinical improvement in the days
following the injection, with no apparent relationship
with the type of allergic disease or type of allergen in-
volved. We feel this finding should give rise to follow-up
studies. These could firstly try to assess if it is possible
to objectively demonstrate and confirm this relationship
and, secondly, if this possible beneficial effect is only a
placebo effect related to an administration of treatment
via injection or if there is a possibly underlying thera-
peutic mechanism which could inclusively explain the
statistically significant association seen between im-
provement on the days following the vaccine and the

clinical improvement post-SCIT.

CONCLUSION

In this patient population, suitably selected and
monitored by specialists in this treatment area, spe-
cific immunotherapy via the subcutaneous route (SCIT)
was clearly favoured by patients who receive it. It is
seen as a pain-free or only slightly painful and very safe
treatment which, as such, does not induce any degree
of significant apprehension. In the majority of patients,
SCIT is not associated with any adverse reactions or
only infrequent local reactions. In terms of efficacy,
SCIT is also associated with clinical improvement and
reduced need for maintenance pharmacological treat-
ment, especially in patients receiving SCIT for three or
more years.

We, thus, conclude that further to the large scien-
tific evidence favourable to SCIT, our study demonstrates

that these clinical benefits were seen as relevant in an
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vantes, numa avaliagdo anénima que, julgamos, reflecte a
opinidao dos doentes sob ITSC e que deve fazer reflectir,
uma vez mais, sobre o posicionamento da imunoterapia

especifica no tratamento da doenca alérgica.
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ANEXO | - QUESTIONARIO
Preenchimento pela enfermeira:

Data 1.7 vacina
Vacina para: Acaros [ Gramineas [] Parietaria []

Outros alergénios? Quais?

Questionario (a preencher pelo doente)

1) Tem: Asma [] Rinite []

2) TomaTODOS OS DIAS ou QUASETODOS OS DIAS medicamentos para a alergia?

Sim [J Nao [

Se respondeu sim diga quais fez ontem a noite ou hoje de manha

3) Desde que comegou a vacina para a sua doenga alérgica acha que esta:
Melhorado [] Igual [] Piorado [

4) Acha que melhora da sua alergia nos dias que se seguem a injecgao da vacinal

Sim [J Nio [

5) Acha que a sua alergia piora nos dias antes de vir fazer a injec¢ao da vacina?

Sim [J Nio [

6) Ja teve algumas reacgdes as vacinas?
NAO, NUNCA ...ttt esss s sasssssssesssssssans
Sim, | ou 2 vezes.....eececrecennns
Sim, algumas vezes

SiM, VAIIAS VEZES ...t sssssssssssssssssnas
Sim, em todas ou quase todas as INJECEOES.........cucuumemremrercrrereeerremeenenne ]
(Se respondeu NAO passe a pergunta 7)

6.1) Se respondeu SIM, assinale quais as reacgoes:
Inchago ou comichao no brago da vacina............ccceeernneneee. O

Comichao generalizada no corpo
VOMItoS OU QIArTeia......cuucuuceucemcuncrcrmcrncrsenmeesensensenensesenaesesseseesseane

Crises de espirros ou de nariz entupido ......c.ccccoeeveureueercrrecencnnee ]
Crises de tonturas, hipotensao ou desmaio ........c.coeceeeveureeceeneee ]
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6.2) Se respondeu SIM, diga mais ou menos quando é que essas reacgdes apareceram:
Ainda N0 hOSPItal .......cucuiececrcrcieiciercicreienesene e nsesessenaenaenans

I-2 horas apos a injecgao
Mais do que duas horas mas ainda no dia da injecgao
No dia a SegUIr @ INJECCAD .....covueureeureeererrieireaeeetsee et sene
Mais do que 2 dias depois da iNJECCAO .....ccvveuemreerereeerenceennene

6.3) Se respondeu SIM, diga se precisou de tomar algum medicamento para essa reacgao

Sim [ Nio [

6.4) Se respondeu sim, diga se precisou de ir ao hospital ou ficar internado por causa dessa reacgao

Sim [ Nio [

7) A injecgao da vacina é de alguma forma dolorosa?
Assinale a quantidade da dor na linha abaixo (0 corresponde a nao doer e 10 a uma dor muitissimo intensa)

I I
I I
0 10

8) O facto de vir fazer a vacina implica algum receio?
Assinale o grau de receio na linha abaixo (0 corresponde a nenhum receio e 10 a um receio muito grande)
I I
0 10

Se respondeu mais que 0 indique-nos o que mais receia?

9) Desde que comegou a vacina esta a usar mais ou menos medicamentos para a sua doenga alérgica
Preciso de usar mais medicamentos
Preciso de menos medicamentos.........ccceuvcureueunceneceneusencrseneeseuneeenenns

Preciso dos mesmos medicamentos

10) Se pudesse escolher o que preferia fazer:
| INJECGAO POI MES ...cunerureureeerreeeereaseeseisesessesetsessesessessesessesassaesassassane ]
| comprimido debaixo da lingua todos os dias.........cccceeeeuremrcrrcunennce U

11) E o que é que acha mais facil de NAO esquecer?
| injeccao por més

| comprimido debaixo da lingua todos os dias...

OBRIGADO PELA SUA COLABORAGAO NESTE INQUERITO
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APPENDIX | - QUESTIONNAIRE
Filled in by nurse:
Date st vaccine

Vaccine for: Mites [1 Grass pollens [1 Wall pellitory []
Other allergens? Which?

Questionnaire (to be filled in by patient)
1) Do you have: Asthma [] Rhinitis []
2) Do you take medication for allergy EVERY DAY or ALMOST EVERY DAY?

Yes L1 No [

If yes, state which were taken last night or this morning

3) Since you started the vaccine for your allergic disease do you think it has:
Improved [1 No change [1 Got worse []

4) Do you think your allergy improves on the days following the vaccine?

Yes [ No [

5) Do you think your allergy worsens on the days before the vaccine?

Yes [ No [

6) Have you ever had a reaction to the vaccines?
No, never.

Yes, | or 2 times

Yes, a few times,

Yes, several times

gooog

Yes, with all or almost all injections
(If NO go to question 7)

6.1) If YES, which reactions have you had:
Swelling or itching on the vaccinated arm

Headaches

Listlessness

Fatigue
Breathlessness episodes

Generalised all over body itching
Vomiting or diarrhoea

Sneezing fits or blocked nose

oooooooon

Dizzy spell, hypotension or fainting
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7)

8)

9)

10)

1)

6.2) If YES, when did the reactions appear, more or less:

Still in the hospital U
I-2 hours following the injection ]
Over two hours but still on the day of the injection................o... ]
On the day following the injection U
Over 2 days dfter the injection ]

6.3) If YES, was it necessary to take any medication for that reaction

Yes L1 No [

6.4) If YES, was it necessary to go to hospital or be admitted to hospital because of this reaction

Yes L1 No [

Is the vaccine injection in any way painful?

Mark the level of pain on the line below (0 = no pain and 10 = very intense pain)
I I
| |

0 10

Were you scared in any way of coming to get the injection?
Mark the level of apprehension on the line below (0 = none and |0 = great apprehension)

0 10

If your answer was over 0 what did you fear most?

Since you started taking the vaccine are you using more or less medication for your allergic disease

| need more medication O
| need less medication O
| need the same amount of medication O

If you could choose, would you prefer:

| injection a month U
| tablet under the tongue every day. U
What is easier NOT to forget?

| injection a month O
| tablet under the tongue every day. ]

THANKYOU FOR PARTICIPATING INTHIS SURVEY
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