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SUMMARY
I  Background: Sublingual specif ic immunotherapy {SLIT} with monomeric al lergoid has shown to be safe and effect ive in al l

the studÍes performedio tai. The build-up pr'"r*, ho**u*r, is rather time consuming mainly if performed with the conventio-

na l  schedule  o f  14 weeks.  ,  _  iL__-_._L L, , i r r  , ,É -^L^*^  ^ r
I Aims of study: we evaluated the possibi l i ty of shortgl. Ig:.nd simpli fying this.phase, through a new bui ld-up scheme of

on ly  4  days,  as wel l  as  the pers is tence of  the a l lergo id  SLIT ef f icacy a f ter  12 months '  
.  -  r - - - r -  t^^ . .^ -^ -L :^ ;+ i^ . " , i+h

i rvr"tnoúritnirty-ni"" pà,i""" (20 M, 
"13 

F, mean*age 20.5 years, range 6-49) with a historv 
"f 

*.:9,"1:1"1::Y^"t:jninitis with

or without mito astrrm; ; ; ;  to perennial and/or seas,)nal at lergens entJred the studv. 
Tn: o":*ogìcal schedlt l , .ad.oPting only

1,000 AU tablets, was the following: 1/2 tablet the lst dai; tÉ table^twice the se,cond dav;,112 table ptus 1 table the 3rd day;

1 tablet twice the 4th day; 1 tablet twlce weekly from the 5th to the 365th day (maintenance th*t: lY]:, . ,  
rL^ ^-ra*a,.+i^*  ̂ r*ha

I Results: Onty two mild adverr" r"u.t ionr oó.utr"O during the init ial  phase wlch disappe.ared with th" 
lT:: : ,yl ' :1,"1:.1:

treatment. ouring the maintenance therapy no adverse event was observed. Symptoms improved conststently ano orug

;;;;;il;; t*ort"o in most of the patients' ,.^^* ̂ +
;;;;;il;;", í" ;-àay shortened buitdlup phase resutted to be safe, welltolerated and effective, alreadv after one vear ot

treatment.
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safety and tolerabi l i ty .  The maintenance treatment

has  been pro longed fo r  1  Year ,  and c l in ica l  e f f i cacy

eva lua ted  a t  the  end o f  the  Per iod '

MATERTATS AND METHOIDS

The s tudy  was open and observa t iona l ,  w i thout  a

cont ro l  g roup,  and the  pa t ien ts '  management  was in

according to the current protocols of  medical  pract ice

in  fo rce  in  the  hosp i ta l .  lnc lus ion  c r i te r ia  were :  mode-

rate/severe al lergic rhini t is ,  wi th or wi thout moderate

as thma,  due to  perenn ia l  o r  seasona l  a l le rgens ,  pos i -

t ive pr ick test ,  posi t ive cAP > class 2.  Exclusion cr i te-

r ia were in accordance with the summary of  the pro-

duct character ist ics.  Al l  the pat ients expressed their

in fo rmed consent .

Thirty-nine patients (26 males, 13 females, mean age

20.59110.34 years, range 6-49) have been enrolled in the

study, affected from rhinit is alone (n. 14) and rhinit is+

asthma (n. 25), monosensitized to the following allergens:

house-dust mite h. 2-l l, grass pollen (n. 7), olive pollen

(n.  3) ,  cat  dander (n.  1)  and Par ietar ia pol len (n '  1) '

lmmunotherapy treatment sets consisted of  mono-

mer ic  a l le rgo ids ,  ob ta ined by  the  manufac turer  w i th

INTROIDUGTIOIU

pec i f i c  sub l ingua l  immunotherapy  (SLIT)  w i th

monomer ic  a l le rgo id  has  been shown to  be  c l i -

n ical ly ef fect ive and wel l  to lerated in many cl i -

n ica l  s tud ies  (1 -5) .  However ,  the  induc t ion  bu i ld -up

phase is  ra ther  t roub lesome and t ime-consuming,

requ i r ing  f rom a  max imum of  14  weeks  ( t rad i t iona l

schedu le)  to  a  min imum of  16  days  (semi - rush  sche-

du le ) .  In  fac t  the  bu i ld -up  phase o f  SLIT  has  been des i -

gned according to the same cr i ter ia used for in ject ive

immunotherapy, where s ide ef fects are f requent,  local

and sys temic ,  in  some ( ra re)  cases  ser ious  and even

l i fe- threatening. The safety prof i le of  SLIT showed to

be much h igher  compared to  in jec t i ve  immunothera-

py,  and systemic and anaphylact ic react ions are v i r -

tua l l y  absent ,  as  documented by  c l in ica l  t r ia ls  and

post -marke t ing  surve i l lance s tud ies  (6 ) '

Aim of  present study was to evaluate the possibi l i ty  of

s imp l i f y ing  the  in i t ia l  bu i ld -up  phase o f  SLIT  w i th

monomer ic  a l le rgo id  by  shor ten ing  the  induc t ion

phase to  4  days ,  keep ing  under  s t r i c t  mon i to r ing  the

( 1 )  É i l b t S " i " S y  a n d  C l i n i c a l  l m m u n o l o g y  S e r v i c e ,  V i t o  F a z z i

Hosp i ta l ,  AUSL Lecce 
'1 ,  

Lecce ( l ta ty l .

( 2 )  S c i e n t i f i c  D e p a r t m e n t ,  L o f a r m a  S . p . A .  ( M i l a n ) '
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carbamyla t ion  (K  cyanate)  a t  neut ra l  pH in  o rder  to
subs tan t ia l l y  decrease the  a l le rgen ic  po tency  by  sub-
s t i tu t ion  o f  À-amino groups  o f  l ys ine  (7 ) ,  t i t ra ted  in
b io log ica l  un i ts  (AU)  and incorpora ted  in to  o roso lub le
tablets (LAIS@, Lofarma, Mi lan,  l ta ly) .  In present study
jus t  the  main tenance t rea tment  se ts  were  used (1 ,000
AU oromucosa l  tab le ts )  and fo l low ing  the  schedu le
descr ibed in  Tab le  1 .  As  recommended in  the  pa t ien t ' s
leaf let ,  the tablets were kept in the mouth for  1-2
minutes  be fore  swa l low ing .  The dura t ion  o f  the  t rea t -
ment was 1 year.  Al l  the pat ients were instructed to
take  fo r  symptom cont ro l  the  fo l low ing  med ica t ions :
ce t i r i z ine  tab le ts  (10  mg,  once da i l y ) ,  inha led  a lbu tero l
(100 prg ,  2 -4  pu î f  on  demand) ,  in t ranasa l  f lu t i casone
(50 pg ,  1  spray  per  nos t r i l  once da i l y  on  med ica l  p res-
c r ip t ion .  In  the  case o f  severe  rh in i t i s  unrespons ive  to
the standard t reatment,  a short  course of  systemic
s tero id  was g iven predn isone 50  mg da i l y  fo r  3  days) .
To evaluate ef f icacy have been used a v isual  analogic
scale (VAS) before and af ter  the t reatment,  and a
mean cumula t ive  score  re la ted  to  the  reduc t ion  o f
sym ptomat ic med icat ions.

RESUTTS

Al l  the pat ients  to lera ted very  wel l  both  the induct ion
bu i l d -up  phase  and  t he  1 -yea r  ma in tenance  t r ea t -
men t .  Du r i ng  t he  bu i l d -up  phase  j us t  two  s l i gh t  s i de
ef fects  have been recorded,  one case of  somnolence
and  one  o f  t i r edn .  ; s ,  bo th  no  more  obse rved  i n  t he
cont inuat ion o f  t reatment .  No s ide ef fec ts  have been
reg i s te red  du r i ng  t he  ma in tenance  t r ea tmen t .

As regards e f f icacy,  in  a l l  the pat ients  a  constant
improvement  o f  the VAS scores was observed.  The
mean  sco re  was  2 .97  a t  base l i ne  and  6 .28  a t  t he  end
of  the s tudy.  Moreover  i t  was poss ib le  to  observe a
s ign i f i can t  dec rease  o f  t he  d rug  consump t i on  bo th  f o r
m i t e s  ( p < 0 . 0 0 1 )  a n d  p o l l e n s  ( p < 0 . 0 1 ) .  F r o m  a  c l i n i c a l
po in t  o f  v i ew  the  g rea te r  r educ t i on  was  obse rved  i n
po l  lens- t reated pat ients .

D:i ." . """"--I:yb"::,e:. "t:P::" .
'1" day : l12tablet ! !n presence of the al lergologist)*

,7"  
day ' ,112 tab le t  ( in  the morn ing)  +  l12tab le t  { in  the evenlng)

;7 '  day 
.112t"ab le t  

( in  the morn ing)  +  1  tab le t  ( in  the evening)

14"  day ,  1  tab le t  ( in  the morn ing)  +  1  tab le t  ( in  the evening)

r 5"-365' duyl 1 tablet twice weekly (maintenance therapy)

Table  1 :  Four-day bu i ld-up schedule  wi th  monomer ic  a l lergo id  in  oro-
so lub le  tab le ts .
*The pat ient  was kept  under  observat ion for  a t  least  20 minutes.

DrsGUSSrcil
The schedu le  used fo r  the  induc t ion  bu i ld -up  phase in
present study has two pecul iar i t ies,  the shortness of
the up-dosing, 4 days, and the fact  that  the beginning
dose was qu i te  h igh ,  ha l f  tab le t  con ta in ing  500 AU,  cor -
responding to the hal f  of  maintenance dose. That
al lows the handl ing of  a unique type of  tablet  t i t rated at
1,000 AU, then simpl i fy ing consistent ly the t reatment
and prevent ing mistakes ín dosages. Besides, wi th the
present  schedu le  the  main tenance phase can beg in
early, with consistent advantages both as regards the
adherence to the t reatment and the quickness in rea-
ch ing  c l in ica l  benef i t s .  The schedu le  employed in  p re-
sent study consists in administer ing a cumulat ive dose
of 5,000 AU in 4 days, s l ight ly higher than that (4,000
AU) employed by Rossi  & Monasterolo in their  u l t ra-
rush up-dosing study, where the administrat ion of  a l l
the dosages lasted only 20 minutes (9).  ln both the stu-
d ies  the  admin is t ra t ion  o f  such h igh  dosages in  a  shor t
t ime did not determine the appearance of  re levant
adverse react ions:  one case of  oral  i tching out of  45
pat ients (2.2%l in the Rossi  & Monasterolo study, two
cases  (5 .1%l  o f  somnolence and t i redness  in  p resent
study. In both the studies no side effects have been
o b s e r v e d  d u r i n g  t h e  m a i n t e n a n c e  p h a s e .  S i m i l a r
resul ts were obtained in the study of  Gammeri  et  a l .  (9)
where  the  u l t ra - rush  (20  minu tes)  SLIT  bu i ld -up  phase
with monomeric al lergoid provoked just  one case of
gastric pyrosis out of 105 treated patients, 26% of
which were chi ldren. On the whole,  these data conf i rm
the opt imal to lerabi l i ty  and safety of  the SLIT mono-
meric al lergoid already demonstrated by Lombardi  et
al  in an observat ional  survey on 198 pat ients t reated
for 3 years wi th th is product (2).  On the other s ide,  in a
study performed on 100 chi ldren aged 3.5-17 years fo l -
lowing an ul t ra-rush up-dosing schedule of  40 minutes,
wi th commercial  extracts f rom two companies contai-
n ing  na t ive  (no t  chemica l l y  mid i f ied  to  a l le rgo ids)  a l le r -
gens ,  Tr ipod i  e t  a l  (10)  observed dur ing  the  up-dos ing
phase l ight  adverse react ions in 8.7% of pat ients wi th
one extract  and in 41.9% of pat ients wi th the second
extract ,  declared by the manufacturer at  h igh dosage.
The very low frequency of side effects observed in pre-
sent  and o ther  s tud ies  employ ing  a l le rgo ids  is  p roba-
bly ascr ibable to the low lgE-binding act iv i ty of  the act i -
ve pr inciple.  Even i f  present study, being open and
observat ional  and without a control  group, was unf i t  to
al low a correct  evaluat ion of  ef f icacy,  nevertheless the
observed favourable modif icat ion of  VASs and the
reduct ion of  symptomat ic drugs consumption suggest
sat isfactory c l in ical  resul ts,  af ter  just  12 months of
t reatment.

In  conc lus ion ,  SLIT  a l le rgo ids  admin is te red  accord ing
to a shortened 4-days bui ld-up phase, start ing direct-
l y  f rom 500 AU (cor respond ing  to  ha l f  o f  the  main te-
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nance dose),  is  safe,  wel l  to lerated and ef fect ive.  The

minimal s ide ef fects observed disappeared with the
prosecut ion of  t reatment.  The ef f icacy was evident

already af ter  one year of  maintenance treatment.
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