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There is now an increasing body of evidence to support the practice of allergen-specific sublingual-
swallow immunotherapy (SLIT} in the treatment of IgE-mediated respiratory allergies. Recent studies on
traditional injection therapy have pointed out that this form of treatment is not ouly capable to decrease
actual allergic symptoms, but i‘naj also have long-term clinical and preventive effects and may influence

atopy natural history. In the year 2000, gur group published a retrospective;multicenter study showing the
ients. We now carried out a second study on the same

efficacy and safety of SLIT in a survey of 302 pati ‘
patients, with the aim of investigating long-term and preventive effects of SLIT. Beside the well-known
safety and efficacy of this treatment (80.8 % of patients reported clinical benefits), SLIT proved also to elicit

long term clinical effects: over a mean follow-up of 11.6 months after the end of treatment, 80.8 % of
patients still manfained the previously achieved benefits. During the follow-up period, only 1% of non-
asthma patients reported an onset of respiratory symptoms, and only 9.6 % of patients undergoing new skin
-tests showed new sensitizations. All the clinical benefits were strongly linked to the length of treatment:
patients with long-lasting benefits were treated for a mean length of 29.1 months, while patients showing
a return to pre-SLIT condition were treated for a mean 13.3 months. SLIT can obtain long-term and

preventive effects so far attributed to injection immunotherapy.

There is now an increasing body of evidence tmmunotherapy “may be a viable alternative to

to support the practice of allergen-specific parenieral injection therapy”. (4)

sublingual-swallow immunotherapy (SLIT) in the Following the publication of the WHO
treatment of IgBE-mediated respiratory allergies. document, additional controlled studies concerning
(1-3) - efficacy andtolerability of SLIThave been presented
. Asaresult of several controlled clinical stadies In peer-reviewed journals. In the year 2000, our
published inrecent years, the 1998 WITO Position group published an open, retrospective, mniticenter
Paper “Allergen Tmmunotherapy: Therapeutic  study about this treatment, invoiving 302 patients
Vaccines for Allergic Diseases” adopted for the treated in seven different Allergy Centers (3).
first time an official position concerning local Notwithstanding the obvious limitations inherent
immunotherapy, stating that sublingual in the study design, this Investigation largely
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confirmed the high efficacy and safety of this
form of treatment, as already reported in previous
controfled studies conducted on smaller-scale
surveys. That study focused on treatments carried
out in the years 1995 and 1996: at the time of the
study, 256 treatments out of 302 (84.8 %) were
still ongoing ahd the average length of treatment
was 18 months (min. 3, max. 46). Only 59 patients
(19.5 %) had been treated for at least 24 months.

Five years later, we carried out a new survey
on the same patients, with two main purposes.
Firstof all,-assuiming that all the treatments had by
now been concluded, we wanted to coliect more
data about SLIT safety and efficacy in a large
number of patients treated for alonger and adequate
period of time. The ultimate study objective,
however, was to collect information about patient
follow-up, particularly about long-term benefits
of SLIT and its possible capability to influence

atapy’s natural history.
In recent years, there has been mounting

interest in these new aspects, since “classic” clinical
benefits due to allergen-specific immunotherapy
{SIT) have now largely been established. Some
studies have already highlighted the long-term

efficacy of SIT even after its discontinuation (6- -

9), a clear advantage over the results observed
with pharmacological therapy (10). As for atopy
natural history, several studies have already
indicated that SIT seems to be able to prevent the
frequent progression of rhinitis into asthma (11-
13) and the onset of new sensitizations (14). .

In light of the above, a recent Consensus

. Conference on SIT describes four levels of SIT

efficacy:
» Early effect, achieved after initiation of SIT

e Persisting effect, persisting during SIT »

» Long-term effect, after discontinmation of SIT

s Preventive effect, prevention of new
sensitivities and exacerbation of disease (15).

These effects are usunally referred to the
conventional injection therapy. In this study, we

-evaluated for the first time the same effects or SLIT.

MATERIALS AND METHODS

A questionnaire carrying the name of every single
patients had been sent to the seven Allergy Centers
pa.rhc;paﬁnv to the first survey, with the, following

questions:

Mg

« state and final treatment duration

s adverse reactions, if any, observed since the flrst
survey -

= clinical results at the end of treatment

= fength of follow-up

* clinical results during the follow-up

e results of allergy test, if carried out after the and of
treatment

» onset of new sensitizations, if any

s onset of asthma during follow-up of non-asthma
patients

» asthma classification in asthmatic patients at the snd
of treatment and during follow-up

» patients satisfaction about treatment. _

Being a refrospective survey, all the clinical re-
sults were expressed only in terms of physician’s re-
port, based upon a personal pool of objective and
subjective evaluations.

281 questionnaires out of the original 301 patients
(93,04%) have been returned. Patients in this second
study are divided in 156 males (35.5 %) and 123
females, mean age 21.0 years (min 2, max 68, SD:
13,08). Demographic characteristics of these patiénts
are comparable to the first sorvey. Table T shows the
extract compositions used in the treatment of sub;ects
partecipating in this second survey ~

Also the extract compositions are comparable to -

the first survey. Agueous glycerinated standardised
extract solutions (Allergopharma, Reinbek, Germany
now supplied by Merck, Milan, Italy) were employed.
Rhinitis was reported as the most severe symptom
by 125 subjects (44.5 %), asthina by 81 patients (28.8
%), dermatologic symptoms by 46 (16.4 %) and ocular
symptoms by 29 patients (10.3 %). Even symptoms
distribution is comparable to the first survey.

RESULTS

State and final treaiment duration

All the treatments were concluded at the time
of the present study. The definitive average duration
was 26.4 months (min 7, max 72, SD 12.0).
Considering the extract composition, the average
length was 29.6 months for grasses, 26.0 forhouse-
dust mites and 23.8 for parietaria.

Clinical results at the end of treatment

Table Il shows the clinical evaluation expressed
atthe end of treatment. The vast majority of patients
reported very good /good results (80.8 %).
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Tab.l. Extract Compesiticn.

ALLERGENS No T
House-dust miies 147 52.3
Grasses . C 72 256
Parietaria 57 20.3
Grasses 50%+Parietaria 50% 5 1.8

Tab. IL. Clinical evaluations ar the end of treatment.

CLINICAL EVALUATION  No %

Very good / gobd 227 80.8.
Moderate 50 17.8
Poor 4 1.4

Tab. IIL. Clinical evaluations at the end of treatment
according to the extract compositions.

I,COMPOSITION % Very good/good % Moderate % Poor

Mites - 857 116 2.7
Grasses 833 16,7 -0
Parietaria 64,9 35,1 0

. Tab.IV. Emluazzon of SLIT results during follow-up

visits.
EVALUATION N°Pts %

| Benefits maintained 227 80.8
Slight worsening : 26 9.3
Marked worsening 2 0.7
Retarn to the pre-SLIT condition 26 9.3

Tah.V. Average length of SLIT in different follow-up

results.

EVALUATION N°Pts AVERAGE
' SLITLENGTH
(months)
.| Benefits maintained 227 20.1
Shight worsening 26 167 -
Marlked worsening. 2 145

Return to the pre-SLIT condition 25 = 13.3

Tab. VL. Follow-up evaluation in patienis treated
with house-dust mites, with a minimum 6-mo post-
treatment observation.

EVALUATION N°Pts % |
1 Benefits maintained 48 No 78.7
Slight worsening & No 13.1

5 No 82

Return to the pre-SLIT condition

Table II shows the clinical evaluations
according to the extract compositions. Clinical
results were very positive and comparable in
patients treated with grasses and mite extract (80.7
% and 83.3 % respectlvely) Clinical benefits
were less evident in patients treated with panetana
extract. (64.9 %)

Clinical resnlts appear to be related to the
length of treatment, as shown in Fig. 1. Patients
with good/very good results were treated for an
average of 28.9 months (min 10, max 72), while
patients with moderate results were treated for an
average of 17.2 months (min. 8, max 60) and:
finally patients whose results were defined as
“poor” were treated for a mean 8,.5 months {rmin
7, max 11).

The importance of a long STIT duration is
even more clear when evaluating SLIT results in
terms of “years of treatment”. (Fig. 2) Patients
treated for less than one year reported very poor
resulis, compared to patients treated for 2 and 3

years.

Follow-up of clinical results

The average length o'fpatiehjts monitoring has
been 11.6 months (min 1, max 28). We asked the
Investigators to compare the clinical conditions at
the most recent follow-up visit with the results
attained at the end of treatment.

As shown in Table IV, 80.8 % of patients
maintained the positive results achieved at the end
of treatment. This evaluation is also related to the
length of treatment.(Tab. V). '

Smce different pollen seasons may produce
some variability, we choose to evaliate follow-up
results in 147 patients treated with house-dust
mites SLIT for perennial allergy. The average
length of follow-up in these patients was 11 months,
and we focused our attention on 61 patients with
a minimum period of observation of 6 months
after the end of SLIT (See Tab. VI). Once more,
the length of treatment is of paramount importance
to obtain good follow- up results (Tab. VII).

Allergy tests results and new sensitizations

Allergytestshave been repeatédin 156 patients
(55,5 %) after the SLIT conclusion. In 131 patients
(84,5 %) a decreased response to the treated allergen
was observed, while the response was unchanged
1025 subjects (15,5 %). In 13 patients {9,6 %) 20
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Tab.VIL Average length of SLITin different follow-up results. Patients treated with house-
dust mites, with a minimum 0-mo post-treatment observation.

EVALUATION Average length MIN MAX Sp
of SLIT (months)
| Benefits maintained 26,8 ' 16 70 9,8
Slight worsening 15,2 16 24 - 5,0
Return to the pre-SLIT condmon 11,4 8 14 2,6 |

Tab. VIII. New sensitizations

Allergen " N°pts
Parietaria
Olive

Mix Trees
Alternaria
Grasses

Animals

— R W I Gy

704 T
80 4 50

- Imin .

— max

40 28,9 ]
& average

months of freatment

.Fig. 1. Clinical results according to average SLIT

duration.

100,0 -r/
80.0 4
” £0,% 4 = pocr
" 400- % moderate
200 s good/very good
0,0 et T :
<13 1323 >3

Fig. 2. Clinical results at the end of SLIT according to

months of treapment.

Tifa

new seﬁg.itizations were found, which are shown
in Table V1.

Onset of asthma in non-asthmatic patients

A total of 200 patients did not report asthma
symptoms at the start of treatment. These subjects
have been followed for an average 9.6 months
after the end of SLIT, and only 2 patients (1%)
showed a new onset of asthma.

. Asthmatic patients
At the start of treatment, 81 patients reported
asthma symptoms and were followed for an average
16.4 months after the end of therapy. Out of these
81 patients, 50 (61.7 %) reported “absence of
asthma” at the end of SLIT and at the more recent

follow-up control. A further 9 patients (11.1%)

reported “no asthma” at the follow-up, while asthma
symptoms were still presentin the other 22 (27.2%)
patients at the end of treatment, either “miid
intermittent” or “mild persistent”, according to
the NIH classification (16 ). In 5 subjects (6.2 %)
asthma symptoms were worge at the follow-up
control then at the end of SLIT.

Adverse reactions since the first study
The seven Centers did not report any adverse

reaction.

Patients Saz‘zsfacnon

Patients opinion about SLIT efflcacy has been .

collected in 277 subjects. The majority of patients
(83.7 %) expressed satisfaction with the results
achieved, while the remaining 45 patients {16.3
%) were unsatisfied. Average SLIT duration was
much longer in satisfied patients (28 months) as
compared with patients with no satisfaction (average
duration 14 months).
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DISCUSSION

In 1998, the “Allergen Immunctherapy” WHO
Position Paper had comsidered local routes of
imrmunotherapy, officially stating for the first time
that SLIT could provide an effective alternative to
the traditional injection therapy, althongh implying
somereservations withthe expression “May be...”
and still not endorsing the routine use of this
treatment (4}. Following the publication of that
document, several controlled studies have been
performed, as recommended by the document itself
and by many Authors. Several editorial reviews
have also appeared, and these serve to further
document the efficacy and safety of SLIT (3,17,18)
and even go one step further than the Position
Paper, by stating that SLIT can-be administered
either to adults and children due to the absence of

severe side effects (19).
“Traditional” clinical results of the present

survey, even if limited by the study design, are

nevertheless fully consistent with the conclusions
of several controlled studies: out of 281 patients
included in this second survey, 80.8 % benefited
from SLIT. Clinical results were positive and
comparable in patients treated with grass extracts
(83.3 %) and house-dust mites extracts (85.7 %).
Results appeared less favourable in the overall
group of patients treated with Parietaria extracts
(64,9 % of positive reports). A possible explanation
could be that these patients have been treated for
a shorter mean length of time (23.8 months)
compared with grasses (29.6 months) and mites
(26.0) treatments. As a matter of fact, 30 patients
treated with Pariefaria extract for at least 24
months (min 24, max 48) reported an incidence of
positive results comparable to the other groups
(83.3%). Asdiscussed below, the length of treatiment
is strongly correlated with all the observed clinical
benefits. . )

Recent published documents emphasize that
SIT can achieve more significant clinical benefits
than merely “reducivg allergic symptoms”,
underlining the long-term effects of SIT and its
influence on atopy natural history (19-23). These
effects were studied and attributed in the past to
the traditional injection SIT. In this study, we

extended these evaluations for the first time to _

SLIT,in an dpen, retrospective multicenter study,_
carried out in a large number of patients (281) in

77

seven different Allergy Centers. After a mean
follow-up of 11.6 months, 227 patients (80.8 %)
still maintained clinical benefits achieved at the
end of treatment. This observation becomes all the
more significant when considering patients with
perennial mite allergy only, and particularly 61
subjects with such allergy and a minimum follow-
up period of 6 months. The mean follow-up of
these patients was 8.3 months, and 47 subjects
(78%) had long-term benefits from SLIT, still
maintaining the positive results observed at the
end of treatment. Furthermore, after a mean
treatment length of 32.5 months and a further
follow-up period of 16.4 months, 59 patients with
initial asthma out of 81 treated (72.8 %) were
respiratory symptom-free. To better appreciate
the clinical and financial benefits achieved with
SLIT, we must recall the observations made with
traditional pharmacological therapy, where
symptoms and signs of asthma exacerbate very
so00n, after the discontinuation of treatment, even
after prolonged steroid therapy (10).

During the combined 4 year treatment period
and follow-up observation, only 2 patients out of
200 with no asthma symptoms at the beginning of
SLIT reported respiratory problems (1 %). Despite

‘the lack of a control group, such incidence can be

considered very successful compared to the rate of
asthma development in rhinitis patients, as usually
referred in epidemiological studies covering atopy
natural history (19, 24-25).

In a study by Des Roches et al. it was
demonstrated that SIT treatment in children
monosensitized to house-dust mite was capable of
preventing the onset of new sensitizations, in
comparison with anon-treated control group (14).
In our survey, allergy tests were repeated duaring
the follow-up of 156 out of 281 treated subjects
and new sensitizations were detected in only 15
subjects (9.6 %). The magnitude of the skin Tesponse
to the treated allergen was decreased in 84.5 % of
subjects, thus indirectly confirming that clinical
benefits are supported by immunological
mechanisms. ' .

One of the mostrelevant observations emerging
from this study.is the clear relationship between
the length of treatment. and the climical results:
actually, both early benefits from SLIT, observed
at the end of treatment, and Jong term persistence
of such benefits are correlated to the length of
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treatment. A 3-yr length of treatment is generally
considered to be adeguate in order to achieve
long-lasting clinical benefits (27), although no
specific studies investigating the relationship
between length of SIT and clinical results have
been conducted. This study clearly shows that this
relationship does exist for SLIT: only 6.6 % of
patients treated for less than one year reported
clinical benefits, versus 94 % of subjects treated
for more than two years. (Fig. 2) With regard to
follow-up results, patients showing long-lasting
clinical benefits had been treated for an average of
28.1 months: a progressive reduction of the length
of treatment was observed in the other “groups of
results”, down te 13.3 months of freatment in
patients complaining a “return to the pre-SLIT
clinical condition”, .

. Thisisthe first study in which SLIT is evaluated
with- different and more current clinical criteria.
Notwithstanding the limitations of a retrospective,
uncontrolled study, the results in particular point
to the long-term and preventive effects of SLIT
benefits that have thus far been attributed only to
traditional injection SIT. The study also underlines
the need to carry out the treatment for an adequate
length of time, in light of the clear relationship
between treatment duration and clinical benefits.

Taking into account these positive results,
along with the well-documented safety of this
treatment, SLIT can be considered an effective
alternative to injection therapy in IgE-mediated
respiratory allergies.
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