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Summary

The aim of this study wos to ossess the effi and safety of sublingual immunotherapy (SUT) in @ Clinical Proctice

Improvement {CFi) program corried out in oller

The md;« was conducted between 1992 ond

prochice. The prograom consisted of 4 basic steps :

. sn!h ol o ducu.mr-—mcﬁmg trea‘m'd the

ization of main ulugnushc rapeutic ospects ;

. dum collection ;

» definition and evaluation of mein clinical endpoints,

Shdypuﬁmu'ummmd among 1508 patients with pollen and/or dust mite respiratory allergy, 350 of which, one yeor afte-
ng experienced o treatment foilure, were odministered immunctherapy by :npdwe fn=111or ullunm-

Hmuh'ln-ﬂ?l For each one of the three imm treaiment groups [nasal, SUTurmjadwE] was o

of potients who, ite their poor response o pho ical trectment, confinued wi rmucdngnnulﬂ'tynpyulmﬂn-

314 in fofol; 68, 192 and 54 respectively]. The cbservation of 130 SUT patients, 1&5 which were treated for of lecst 36

manths, fowards Ih! control group evidenced that such the upmtﬁm ruulhng efficient and puﬂ'lml-nﬂ;.f safe, has an unfai-

l.l;iing an observational type methodology in line with standard clinical

ling protective effect agoinst the dmhprum of asthma ond new allergic sensitizations.
Key-words : Respiratory Allergy - Sublingual Immunatherapy - Clinical Practice improvament Program,

oday, respiratory allergopathi always
often’ chronic and Faduradmb;ri rumc:rltnﬁ
multiplicity of puli'logumc factors ("infection”,

"environment”, efc.).

The picture, offen discouroging, that appears to any
Reference Specialized Allergolagy Center shows poor-
fy compliant patients, prone lo self-medication and/or
alternative medicine, in whom even specific immuno-
therapy (SIT] would fail unless an appropriate support,
consisting of an educational program and clinical exa-
minations at short intervals, is provided.

These observations, along with the availability of new,
non injective antiallergic vaccines and an always dee-
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per Fuwwledge of patient immuncallergic profile, indu-
ced us, in the early ninefies, io set up o decision- mnhng

u|99nfhm for SIT prescription and follow-up. The aim of

this tool was to allow o wilored selection of the vaccine

on the basis of every single patient dinical ond
nctional features (figure 1).

Therefore, three groups of patients, other than hull
responders fo siondord pharmacological freatment, to
whom SIT could be proposed, were identified. Group 1
consisted of patients with pure rhinitis, free from any
Fum:riuni:él | n;n of the lower airways and complai-
ning mild cculorhinitis (R) s . Group 2 consis-
fnr::lnguf patients with madarmwgmmm oiuim‘hinhis
symptoms and possible concomitant bronchial hyper-
reactivity (BHR] and/or intermittent asthma (R/A).
Group 3 consisted of patients with persistent, mild to
moderate asthma, either associated or not fo moderate
to severe oculorhinitis and BHR (A/R]. ‘When defining
the degree of severity for asthma and rhinitis, indica-
tions included in the most recent guidelines on this sub-
ject (1, 2) were taken in due consideration. R, R/A and
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Figure 1 : Decisional free.

A/R pafients were assigned to intranasal (INITY, sublin-
gual (SUT) and subcutenaous (SIT) ST, respectively. In
m;inghm:p;uwbmdpuﬁm octing as @
control, who spontanecusly decided fo continue
standard phormacological treatment despite ifs poor
efficacy, were identified (see olso Section "Pafients”).

The double aim of this study, os for as SUT patients

only were concerned, was

e io ascertain the validity of such o practical clinical
approach to patients with respiratory allergopathy ;

® lo compare SUT with ogical treatment
and assess whether SUT, conducted for ot least 36
months in pafients other than full responders fo stan-

dord pharmacological treatment.

Could :

® improve moderate to severe rhinoconjunctivifis
and/or intermittent asthma fo @ shﬁsﬁr.d{y signifi-
cant extent ;

* correct BHR ;

* prevent BHR, asthma and the development of any
new sensitization. The implementation of a Clinicol
Practice Improvement (CPI) Program (3 ,4, 5] consti-
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futes an innovative approach for the allergological
practice. Through an appropriate patient evaluation
progrom during every phase of the diagnostic and
therapeutic course, FnlEv-ing needs should poten-
tially be met :

- standardization of patient selection and freatment

methods ;

- uniformity of collection and analysis instruments
as far as dota relevant to areas having a signifi-
cant dinical and prognestic relevance (clinical

ints) are concerned ;
. nce of observational studies on a large

number of cases and adoption of correc-
Eﬂhodamubnﬁdiugnmﬁ:md theropeutic

The need fo operafe in on ocbservational context

depends on a low degree of adaptation of controlled,

randomized dlinical studies fo practical medicine, which

experimentol semplifications are not ecsily exirapolated
{6, 7). On this mpﬂ,mhnﬁmdeh iven 1o

probiunpnodbymmq:limhunsoﬁmﬂnﬁn

assessed in daily dlinical practice (8). In addition,

are some specific issues of allergological practice

that cannot be either misundersiood or undervalued.

Among them, aftention should be given fo :

o the substantial mulidisciplinary noture of allergolo-

ical practice ;

. Lnﬁdfunhihmdupprm:hbsuhiad‘rn order
to opfimize complex therapeutic actions ;

® the partial of objectve ard standardized
instruments fo evalucte patients ;

o the nead for lang term [minimum 3 years) clinical friaie.

$38s

Therefore, the implementation of on instrument such es
a CP| program, using an shservational meth v,
would possible fo assess efficacy and iolerabilify
of medications used and meet some of the nesds men-
tioned above at the some fime.

The study was conducted between 1992 and 20C1,

using an observational methodology. Such decision is

reloted to following metivations :

» better adherence fo clinical practice reality ;

» evoluation, on a larger number of cases, of main
diagnostic and therapeutic endpoints ;

o feasibility of @ study in o pretty large populafion and
with @ minimum durafion of 36 months.

The fundamental steps of this process were :
® seiting up o decision-making algorithm for the selec-
fion of patients to be administered ST ;
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= definition of clinical endpeints ;

_ ® seifing up of diognosis standardization criferia, ireat-
ment assignment and clinical endpoint evaluation ;

» statistical evaluation of results and introduction of
corrective measures, if any, in the diagnestic and

therapeutic routine.

PATIENTS

All subjects included in the study and treated with SIT

were outpatients offected by a respiratory allergopathy.
were divided in three groups keeping info account

both prevailing dinical features, as previously descri-

bed, and, more spacifically, the intended type of SIT :

* group R [n = 109) was given INIT ;

* group R/A (n = 130) was given SUT ;

* group A/R (n = 111) was given SIT.

For each one of the three immunothercpy freatment
gm[lm,ﬁmwﬂﬂﬂwuwnmnﬁgrwpoi
patients who, despite they were not particulrly respon-
sive fo ical rectment, continued the pnar-
macological theropy alone (n = 314 in tofal : 68, 192
end 54, respectively]. Therefore, the R/A group, which
this poper rofers to, consisted of two subgroups: g

A, consising of 130 pafients reated with SUT |

LALS, Lofarma S.p.A., Milan, toly) and group B (control),

consisfing of 192 petients treated with drugs only. Fifty-

five out of the 130 pafients who were inifially administe-
redﬂl?lnmng&l?jym;ﬁﬂMmdSéF]hudnduﬁ
mite allergy, while the rermaining 75 were affected by pel-
lan allergy. Among these latter, 43 patients from

a grass ollergy ond 32 from o birch free aliergy. The 106

patients wha confinued the freutment for at least 3 yecrs

ware freated as follows : 44 patients trected with Lois®

Dermatophagoides, 38 patients ireated with Lais, grass

ond 32 patients treated with Lois® birch free. In parficuler,

the most relevant aspects of the decision-making free
used are the following :

* patients were given sublingual SIT affer @ pharmo-
cological treatment of at least one year, missing
a completely safisfactory response fo medications
(i.e. under 50%) ;-

* the assignment fo cne SIT rather than ancther was defi-
ned on the basis of a mulfivarionce analysis, which
took info consideration prevaiing pathology [oculorhi-
nitis and/or asthma), patient medical history and some
study porometers (FEV1 and aspecific BHR study) ;

® the control group, trected with drugs alone, consis-
ted of patients having the same features as subjects
who hod been given SIT, willing to continue with
medications, olthough efficacy was not as satisfac-
tory as it should be.

All patients were followed, os for as main clinical

variobles were concerned, throughout a "window

period" of 2-3-4 months, corresponding to the period
of maximum exposure o the specific allergen in the
geogrophic area concerned (9).

Before b&inF enrclled in the study, cll patients had to

undergo following diognostic tests :

> skin prick test [SPT), in occordance with most recent

guidelines on this subject (10 ;

> exhoustive respiratory function tests (RFT) associo-

ted to Methacoline test [MCh), in accordance with the

most recent guidelines on this subject (11, 12). In par-
ticulor, the following should be remarked :

o the detection of specific Resistances te, and
;.‘.:rr;g;:;:dmr;h n&w the air Hx [Em;l :;d Sgaw) wos

wi slaady volurie raphic
method, while spiromeétric porometers jmmad
with o modified Fleisch fube pneumotachographic
method (both methods have been adopted by MAS-
TERLAR-JAEGER infegroted diagnestics) ;

« bronchial challenge with MCh was performed with
Metacolina Lofarma® 1%, using o steady prassure
dosimeter, a 0.1% MCh solution and a dispensing
time of 0.49 seconds = 30 microliters per puff = 30
micrograms of methacoline per puff, resulting into o
cumulative dose-response curve @ 30-60-120-240-
390-690 micrograms. The MCh test was performed
in those cases where patient medical history evides-
cad asthma-equivalent symptoms cougn).

Exclusion criteria applicable to this study progrom were :

® age under 5 and over 60 :

. mﬁﬂ: sensifization mrﬁ allergens significontly
interfering with the svaluation cf selected endpoints
(other perenricl ollergens other *han mites or pol-
lens included in the same "window-periad" of
ohsarvation/evaluation) ;

® FEV, < 70% of theorefical value ;

® severe asthma ;

. prwi:us and/or protracted Ireatment with corficos-
teroids ;

® absolute or SiT-related contraindications such as :
pregnancy, use of beto-blockers, cardiopulmenary
diseases, outeimmune diseases, neurologic disor-
ders, primary or secondary immunodeficiency.

SIT adminisirafion was corried cut in accordance with
the most racent Position Paper on this matfer (16, 17). in
parficular, with regard fo ol ic extracts used for the-
rapeutic purposes, features of products used are repor-
ted herecfter. Oromucosal SIT (code LAIS® Lofarma
S.p.A., Milan, lialy) consisted of the administration of
allergens chemically modified with alealine cyonate
{aminogroups carbamilation) with the aim of ochieving
monomeric allergoids, as described by Mistrello et al. in
1996 (13), fitrated in Allergenic Units (A.U.) and incor-
porated info orosoluble foblets. The Allergenic Unit is @
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biclogical unit defined as 1/40 the overoge nasal chal-
lenge dose in a wide group of allergic volunieers as des-
cribed by Giannarini ef ol, in 1998) (14). Treatment
required an inificl dosage increase period of 14 weeks,
during which every dose had to be foken thrice o week
in occordance with the standord plon set up
manufacturer. After that period, o maintenance
where the maximum tolerated dose [that was 1000 AU
for all patients) had to be token once a
The yeorly averoge dose during the mainfenance period

&7

CLINICAL ENDPOINTS

Five clinical endpoints wers selected. All of the selec-
ted endpoints and relevant rofing scales could be
grouped in either substantially posifive or substantially

ive final opinions. Patients were clinically exami-
ned once every six months.

B Trectment Clinical Ffficacy : this endpoint was
evaluated by means of a menthly diary in the “window-
period", faking into consideration following items : nasal
itch, rhinorrhea, sneezing, nasal ai::rd’udiun, laerima-
ﬁﬂ'l'l, Mﬂlﬂlﬂ'ﬂh f ml#l, dfl’:‘:m E :)rf'l'phl'n 0%
evaluated in accordance with the following scale : 0 =
obsent, 1 = mild, 2 = intense, 3 = very infense. At the end
of the observation period, data were slandardized on
the basis of the following symplom rofing scale :

e insufficient response : < 25% (=0) ;

* poor response | 25-<50% (=1] ;

® good response : 50-<75% (=2} ;

* very good response @ >735% (=3].

M Drug consumption : tis endpoint was evalua-
ted by means of a specific monthly diary in the “win-
dow-period” cf observation. In order o standardize
the therapeutic approach, following multistep pharma-
cological strategy, applied to all study patients with
symproms limited to the first cirwoys (rosal and
conjunctival mucosa), was used :

> 13t step : chronic administration of cromenes [or
analogous medications) ;

> 2nd step : local or systemic long-acfing antihista-
mines ;

> 3rd step : fopic corticosteroids ;

> 4% gtep : systemic corticosteroids.

For patients with symptoms concerning the lower air-

ways [infermittent asthmal, nnrl'ling"g\.rl short-acting

beta mimetics were used in case of need. At the end of

the observafion period, data were categorized on the

basis of the following rafing scale

o insufficient response : confinugtive use of systemic
cortisone-based drugs for more than 5 days, possi-
bly associoted to other therapies (=0} ;

* poor response : continuative use of antihistamines,
fopical or systemic steroids or beta-agonists for less
thon 5 days (=1) ;

® good response : non confinuative use of onfihista-
mines or topic steroids or beta-agonists for more
than 7 (=2) ;

 vary response : only cromones and/or anti-
histamines for o maximum of 7 days (=3).

Tnhruh?' /Safety : this endpeint wos evaluated
by means of o patient monthly diary and specific infer-
view at every conirol visit by using the ing scale :
o insufficient : systemic reactions (=0) ;
'Enor:rnod&rcﬂuhsmlncd reacticns and need
r medical treatment (=1] ;
« good : mild local reactions and ne need tor medi-
cal treatment (=2) ;
® very good ! no reaction (=3].

Also for the group receiving pharmacological freat-
ment only, o 4 point scale (ranging between 0 and 3)
with the same tems (unsafisfaciory, fair, good, very
good), depending on patient opinion, was used.

n ce : this endpoint wos evaluated by
means of a specific diery and checking whether resi-
dual vaccine met the expected quantity. Compliance
was according ‘o following classification :
e insufficient - <40% |=0) ;

® poor : 40 - <60% (=1} ;

* good : 40 - <80% [=2) ;

® very good : >80% (=3).

¥ Respiratory function (RFT) and bronchial

hyperreactivity study : this endpoint was evuluo-

ted through spirometry with pneumotachographic

method and bronchial smooth muscle tone study witn

ﬂ?gl-zmmgmph%c method before and after MCh chal-
fest. At the beginning and at the end of the

observation period, results were categorized on ihs

basis of following criteria :

& normal :

s BHR ;

® asthme.

Symptoms were assessed through fime and an opinion
in terms of i t {normalization) or worsening
(arousal of BHR/asthma) of the respiratory function
picture.

STATISTICAL ANALYSIS

In accordance with main intermnational references on this
subject, it wos decided fo carry out an evaludtion of the
outcomes from the chservational study after 36 months of
sreatment (16, 17). In order 1o assess treaiment efficacy in
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the different theropeutic trectments wos experienced, o
series of fests based on Pearson'’s chi-square method
iSmguI&Caﬂ-lun 1988) were conducted. The level of
significance wos colculated with the help of complete ran-
domization (permutation or exact test). This technique
allows an exact estimation of the level of significance, thus
ﬁl;rmg Mdhﬁmuum*&
of os as in parameiric or non para-
metric lests. The strength and power of permutation tests
ore assured by comporing observed distribufions with
mﬁm:dnTﬂQunﬁ'wlysulmhhhdby
means of ad uhations), avoidi com
withthorsfcal disriion (Gord 2000). n cr 1o guer
rmmnhighﬁniﬂy&humuh*hmhnﬂﬁm&pc
emor was fixed fo alpha = 0,01, In case of multiple com-

isons, if any, the levels of signi were cormected
using the Dunn-Sidak , Such method prescribes
that the new level of significance is fixed to clphd’ = 1-

( 1-alpha) raised 1o 1/k, where key is the number of com-
parisons that hove been coried out and alpha is tha refe-
rerwce value (0.01) (Sokal and Pohif 1995) (27, 28,29).
The limit of significonce was fixed 1o p = 0 < 0.01.

For the cnalysis of data relavant to main demographic
parameters, ron paramefric descriptive analysis was
used. Asfurmﬂwmluuhunufmpﬂns drug
consumption, tolerability and cnmphnnna dn:rlu are
concerned, scores obtained lowaras cbserved imp
ment were considered, with the nurnbnr of
patients falling in each one of the following feur opinion
ries: insufficient = 0, poor = 1. good = 2, very
good = 3. After that, petients were grouped in twe fur-
ther categories: pafients with o subsiantially negafive
opinion (insuficient or poor) ond patients with a sub-
stanticlly pnsam opinion [good or very good). Data
were subsequently compared mlh&muﬂ!r-a relevant
control group, using the methods of analysis mentioned
above. As far as the analysis of date relevant to the res-
piratory function study was concerned, scores obtained
at the beginning and at the end of the cbservaticn per-
iod were compared o each other and the outcome was
evaluated as improvement or worsening between freat-
ment groups. As far as the analysis of data ralavant o
the arousal of new forms of sensifizotion between treat-
ment groups was concerned, some methods of analysis
mentioned above were used.

. RESULTYS

DROP-OUT ANALYSIS

In the course of the 36 months of chservation, 24 out
of 130 patients who had received SUT (18%) dropped

out from the study. The reasans for dropping out were

the following :

* no improvement meeling expectafions : 5 patients ;

* lack of cumplluncu 3 patients ;

® patient refusal, missing any obvious justification : 5
pafients ;

& poor co-operation with study design : 4 patients ;

® reasons not related to treatment (moving out, efe.)
2 patients ;

* contraindications arising in the course of the study
(1 cose anrugnqncy] | patient ;

* environment reclamation ossociated to o marked
improvement ms : | pafient ;

* improvement uﬁm expectations : 2 patients ;

* finally, 1 patient dig naver start the treatment as he
did not understond its usefuiness.

In the control group, under pharmacological treat-

men!, 22 drop-out cases (corresponding to the 11%)

were recorded for the following reasons :

* no improvement meeting expectaticns : 14 patients ;

® lack of compliance : 4 patients ;

* patient refusal, missing any obvious justification : 2
patients ;

* poor co-aperation with study design : 2 patients.

ASSESSMENT OF EFFICACY

The analysis of data ofter 36 months of observatian
a stafistically significont response diffe-
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Figure 2 : Clinical efficacy : patient's cssessmant of symptems (o] and drug
inicke (B] afer 38 months of treatment.
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rence [p < 0.001) between the group of patients frea-
ted with SUT end the control group. In addition, SIT
efficacy is supported by the concordance between
data relevant fo symptom reduction and data relevant
to drug consumption [figure 2).

Globally, 8% out of 106 patients treated with SUT for
three years (B4%) showed a significant clinical impro-
vement. On the contrary, efficacy appeared definitely
lower in the pharmocological treatment group: only
56 out of 170 patients who confinuved pharmacologi-
cal treatment for at least 36 months could be defined
responders thereto [32.9%). Accordingly, drug
consumpiion wos dromatically cut down in pafient:
treated with SUT (in 91 out of 106 pchients, corres-
ponding fo 85.8%), while it was still high in the control
group (128 out of 170 patients, corresponding to
75.3%).

ASSESSMENT OF TOLERABILITY /SAFETY
AND COMPLIANCE

In the SLT group, no serious odverse reaction was
reported ung no patient dropped out from the follow-
up program because of unwanted reactions. Only two
coses of diffused itch, regressed after administration of
antihistomines, were recorfed. The two patients in
question, however, completed the 3-year treatment
period. The difference, in terms of side effects, bet-
ween the SUT group and the control group was at the
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Figure 3 : Pofient's cssessment of sabety (o] end complionce (b) ofter 34
menths of rentment.

limit of statistical significance (p = 0.012) (figure 3).
The analysis of data relevant to compliance s a
compliance exceeding 90% in almost all SUT patients,
towards an opproximate value of 75% in pafients
under pharmacological treatment, with a statisticolly
significant difference between the two groups
{p < 0.001) (figure 3).

ASSESSMENT OF BHR

In total, the number of ST patients with o RFT normal
result during treatment was almost double ; the num-
ber of patients affected by asthma fell down from 34%
fo 5% ond the number of subjects with BHR changed
from 21% to 6% (table 1). Therefore, the involvement
of the small girways was in such way that it
could be observed enly in 1/5 of patients showing an
inifial functional impairment. On the other hard, no
significant variciion was obssived i Ihe conirol

roup. SUT capability to prevent the “allergy walking”
E-urn rhinifis o asthma, in comparison with pharmaco-
iogical treatment alone, is obvious even urxi! a stotis-
tical point of view. In fact, no development of pure rhi-
nitis, sither fo BHR (p < 0.001) or asthma (p < 0.001)
could be observed. BHR was significantly corrected in
both hyperreactive patients [p = 0.002) and in those
suffering from [Class 1) intermittent asthma, in whom
a :ignr;Emni normalizotion of the bronchial smcoth
muscle tone and of bronchial permeability index (p =
0.001) wos seen [table 2).

ASSESSMENMT OF THE APPEARANCE
OF NEW FORMS OF SENSITIZATION

During the three years of observation, o progressively
inzreasing number of proup B patients developed new
forms of allergic sensitization, while group A pofients
proved fo be significantly more protected (p < 0.001]
[table 3).

DISCUSSION AND CONCLUSIONS

The aim of this study was fo ossess the efficacy and
scfety of SIT, with particular regard to sublingual
immunotherapy, in a Clinical Practice Improvement
program in allergology. The fundomental steps of this
process were: seffing up a decision-making free, using
an chservational method adhering fo stondard clinical
practice, defining a control group, measuring specific
endpoints and evoluating results under a statisfical
point of view, in accordance with a previously defined
pattern. The decision to operate in window periods
was determined by the need for homogenizing coses
as far as expesition o allergens was concerned, while
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allowing the observation of all selected endpoints. The
selection of control cases, receiving standard pharma-
cological treatment alone as preferred by patients,
meets some extremely practical needs. Study cases are
clinically significant, even if the lack of randomization
and analysis of confounding factors does not allow
any generalization or extrapolation to all allergic

patients (18). The decision to operate in an observa- -

tional context was mandatory, as study main goal was

to set up some investigation instruments applicable to
daily clinical reality, and also because the study provi-
ded a minimum observation period of 36 months. On
the other hand, it is acknowledged that long-term
observation required by studies conducted in allergic
patients makes much more difficult to perform large
size randomized clinical studies. The percentage of
patients receiving SIT is higher than that encountered
in standard clinical practice. A possible explanation

e TR TEIN -

TREATMENT PERIOD NORMALITY ASTHMA HYPERREACTIVITY
BEFORE | n=48 (% =46) | n=136 (% =34) n=22 (% =21)
SLIT AFTER | n=95(%=89) | n=5(%=5) n=6(%=6)
BEFORE | n=64 (%=38) |n=55(%=32) n =51 (% = 30)
CONTROL AFTER | n=75(%=44) | n=5I (%= 30)
Tablet ST ‘wﬁ;:ﬁc”-nﬂ s "i‘\-:,:ﬂ-,\a*« ~‘ e
e
N 48 | 1000 | 33 515 | 32148 | | p < 0.00]
RHINITIS H 0 0.0 14 219 12000 | 1 p = 0.00! e
A 0 0.0 17 2.6 15032 | | p < 0.00!
Sub-total | 48 100 64 100 5 ; .
N 19 | 854 | 23 45.1 10712 | | p = 0.002
HYPER- H 2 9.1 18 353 5305 | 1 | NS(p=0.024)
REACTIVITY | A 1] as 10 196 2725 | | [ NS{p=0.i56)
Sub-tomal | 22 100 51| 100 . . ]
N 8 | 778 19 346 16284 | | p < 0.001
H 4 LI 12 | s 1.721 I | NS (p = 0.263)
ASTHMA A 4 .1 4 | 436 10806 | | p = 0.001
Sub-total 36 100 55 100 - - -

106

oy

CONTROL 170 64

376

47.021

2

Table 3 : Fracfumcyof new msﬁsohan's’mﬂ'l the two reatments. -

Abbreviafions & -

SUT = sublingual immu

CONTROL = only pharmacological freatment. -~
n = number of patients; X2 = Chi square fest; df = degrees of freedom.
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for that could be the following: potont coling o pe-

cialized allergology centers have offen
diognostic and therapeutic path that is nui“mys in hm
with most recent scientific achievements. Therefore

histories are selected ones, but it should be mrmhm'nd
that the higher is difficulty, the higher is dlinical signifi-
cance urld’ger o pwwlivpmnl afghw:v Given nllui'ua
premises, the results of this observational study confirm
dato on sublingual SIT efficacy and tolerability available
in the literature (19, 20, 21, 22). The study of respira-
tory function shows an evident profective action of SIT
administered by sublinguel route and seems in line with
most recent exparimental evidences (23, 24). In addi-
tion, the analysis of data relevant %o compliance shows
thatt the sefting up of an appropriate patient follow-up
program from a specialized center, although keeping
info account md'ndalngami restrictions i by the

study, with parficula cgical treat-
ment evaluation, is mmmhnrgmmprunmwm
optimal levels. In ﬂurhwhr complionce to SIT appears

3 .Eﬁ compared with other experiences
literature (25, 26).

In condlusion, the results of this shudy suggest that : 1! SIT
should be started as precociously as possible, also in
potients with no apparent involvement of the small air-
ways. In foct, it wos seen that it has o protective oction
against the developmerit of rhinitis info asthma and the

:ﬁ:narunmufnw forms of sensitization. 2) It is pos-
sible fo hypothesize o broader use of SIT also in pafisnts

with a poor complionce to chermesoiogicnl trectment.
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