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ub l ingua l  immunotherapy  (SLIT)  i s  now reco-
gn ized as  a  v iab le  a l te rna t ive  to  the  in jec t ion
route (1).  l ts  ef f icacy in respiratory al lergy has

been repeated ly  p roven in  numerous  c l in ica l  t r ia ls
and,  concern ing  rh in i t i s ,  i t  i s  a lso  suppor ted  by  meta-
ana lyses  in  ch i ld ren  and adu l ts  12 ,  31 .  A  remarkab le
character ist ic of  SLIT is the very favourable safety pro-
f i le,  which has been conf i rmed in several  post-marke-
t ing  surveys  invo lv ing  a lso  ch i ld ren  be low the  age o f
f ive years (4,  5) .  Due to the opt imal safety,  and the
absence of severe side effects, it was suggested that a
s low updos ing  phase maybe no t  necessary ,  and
recent t r ia ls showed that start ing the SLIT course with
the  main tenance dose does  no t  lead  to  remarkab le
increase in  s ide  e f fec ts  (6 ) .  On the  o ther  hand,  a  bu i ld -
up  phase w i th  inc reas ing  doses  is  mandatory  fo r  in jec-
t ion immunotherapy for safety reasons, as suggested
by the increased rate of  s ide ef fects when accelerated
or  rush  pro toco ls  a re  used (7 ) .  Omi t t ing  the  updos ing
phase, which requires the use of  d i f ferent v ia ls of  the
product,  is  expected to make the treatment more
pat ient- f r iendly and to avoid dosing mistakes. Based
on th is  background we per fo rmed a  la rge  popu la t ion-
based survey in real  l i fe to evaluate the safety of  the
no-updos ing  schedu le  in  a l le rg ic  pa t ien ts .

A l l  pa t ien ts  seen a t  our  cent res  f rom January  2005 to
March  2006,  were  prescr ibed SLIT  in  a  no-updos ing
reg imen and the  occur rence o f  s ide  e f fec ts  was eva-
lua ted  by  a  ded ica ted  d ia ry  card .  A  c lear  d iagnos is  o f
lgE-med ia ted  resp i ra to ry  a l le rgy  was requ i red ,  and
S L I T  w a s  p r e s c r i b e d  a c c o r d i n g  t o  g u i d e l i n e s  ( 1 )  i n
pers is ten t  o r  modera te /severe  rh in i t i s  w i th  o r  w i thout
mi ld  to  modera te  as thma.  The absence o f  con t ra ind i -
ca t ions  to  immunotherapy  was care fu l l y  eva lua ted  as
wel l .  SL IT ,  s tandard ized in  STU,  was g iven as  the
c o m m e r c i a l  p r e p a r a t i o n  ( S L l T o n e ,  A L K - A b e l l o ,
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La ina te ,  Mi lano)  o f  s ing le -dose conta iners  to  be  assu-
med once da i l y .  The usua l  reg imen invo lves  a  bu i ld -
up  phase o f  10  days ,  w i th  inc reas ing  da i l y  doses  f rom
a separa te  v ia l .  In  th is  survey ,  the  updos ing  phase
was omit ted and the pat ients were instructed to start
immedia te ly  the i r  SLIT  course  w i th  the  main tenance
dose. Al l  pat ients (or parents) were careful ly instruc-
ted  on  the  ra t iona le  and use o f  SL l l  on  the  poss ib le
s ide  e f fec ts  and on  how to  manage them.  A  phys ic ian
was ava i lab le  a t  each cent re  fo r  any  poss ib le  p rob lem
and regu la r  v is i t s  were  p lanned as  made in  the  rou t i -
ne pract ice.  Pat ients were given a structured diary
card where they had to record any adverse event
occurr ing wi th SLIT. Adverse events were subdiv ided
in to  loca l  (o ra l  i t ch ing /swe l l ing)  and sys temic  (u r t i ca-

r ia ,  as thma,  rh in i t i s ,  gas t ro in tes t ina l  compla in ts ,  ana-
phy lax is )  and graded as  mi ld  (no  need fo r  t rea tment
or  dose ad jus t ing) ,  modera te  (need fo r  d rugs /med ica l
adv ice  or  dose ad jus t ing) ,  and severe  ( l i fe - th rea ten ing

or  hosp i ta l i za t ion  or  emergency  care  or  d iscont inua-
t ion  needed)

Between january 2005 and february 2006 the no-
updos ing  SLIT  was prescr ibed to  156 pa t ien ts  (65

female  and 91  male ,  mean age 19 ,83 ,  range 5-54  y rs ) .
One hundred and seventeen pa t ien ts  rece ived SLIT
for  a  s ing le  a l le rgen (53  mi te ,  34  par ie ta r ia ,  19  grass ,
6  o l i ve ,  4  a l te rnar ia ,  1  mugwor t ) ;  10  pa t ien ts  were
treated with two separate extracts (6 par ietar ia and
mi tes ,  1  par ie ta r ia  and grass ,  1  par ie ta r ia  and o l i ve ,  1
mi te  and grass ,  1  par ie ta r ia  and mugwor t ) ;  18  pa t ien ts
rece ived a  manufac tured  mix  SLIT  (17  grass+o l ive ,  1
grass+mugwor t )  and 11  pa t ien ts  were  t rea ted  w i th
th ree  a l le rgens  in  var ious  combina t ions .  A  cont i -
nuous  main tenance was g iven fo r  mi te ,  a l te rnar ia  and
par ie ta r ia  (118 t rea tments ) ,  whereas  fo r  the  o ther  po l -
lens  a  p re-seasona l  reg imen was recommended.
Overa l l ,  dur ing  the  survey ,  about  33 ,660 doses  were
g iven and the  dura t ion  o f  the  fo l low-up ranged f rom 4
to  15  months .  One s ing le  adverse  event  due to  SLIT
was repor ted ,  i .e .  m i ld  o ra l  and pharyngea l  i t ch ing  15
minutes af ter  the f i rst  dose. This s ide ef fect  sel f  resol-
ved,  d isappeared a f te r  15  minu tes  and was no  more

Europeon Annols of Al lergy ond Clinicol lmmunology - volume 38 - n" 9 - 2006 3r3



present at  the subsequent doses. The overal l  rate of

side effects resulted to be 0.7% of patients and less

than 0 ,03  per  1 ,000 doses .

As i t  happened with in ject ion immunotherapy, the

s imp l i f ied  admin is t ra t ion  schedu les  fo r  SLIT  have

recent ly gained the at tent ion of  c l in ic ians.  In fact ,  the

updos ing  phase is  t ime-consuming,  requ i res  the  use

of vaccines prepared in mult ip le bl isters or v ia ls at  d i f -

ferent concentrat ions and may represent a source of

errors.  The updosing phase cannot nevertheless be

avoided with in ject ion immunotherapy, whereas with

SLIT the ul t ra rush and accelerated schedules have

been proved safe (8,  9) ,  and there are also reports on

the  to le rab i l i t y  o f  no-updos ing  (10 ,  11) .  The present

survey  was conducted  in  a  la rge  popu la t ion  o f
pat ients in real  l i fe and with a commercial  product

prepared as s ingle-dose vials.  The resul ts conf i rm

that start ing the SLIT with the maintenance dose is a

safe approach and the rate of  adverse events does not

di f fer  wi th that  observed in other surveys (4,  5)  using

the  t rad i t iona l  reg imen.  In  conc lus i i  n  we suggest  tha t

the  no-updos ing  admin is t ra t ion  cé , :  be  a  su i tab le  and
pat ient- f r iendly modal i ty of  administrat ion of  SLIT.
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