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Safety and efficacy of sublingual rush immunotherapy
with grass allergen extracts. A double blind study
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SUMMARY

Thi r ty four  pa t ien ts  su f fe r ing  f rom rh inocon junc t i -
v i t is  wi th or wi thout asthma due to grass pol len,  were
submi t ted  to  sub l ingua l  immunotherapy  accord ing  to
a  d o u b l e  b l i n d  p l a c e b o  c o n t r o l l e d  e x p e r i m e n t a l  p l a n ;
eighteen pat ients received the act ive therapy, s ixteen
the  p lacebo.

A rush  preseasona l  t rea tment  schedu le  was
f o l l o w e d  i n  o r d e r  t o  r e a c h  t h e  m a i n t e n a n c e  d o s e  i n
15 days with two administrat ions per day; the top dose
reached was then admin is te red  th ree  t imes a  week
u n t i l  t h e  e n d  o f  t h e  o o l l e n  s e a s o n

The symptoms and drugs  re la ted  to  rh inocon-
junc t iv i t i s  and as thma were  recorded by  means o f
d ia ry  cards  and grass  po l len  counts  were  per fo rmed
d u r i n g  t h e  s e a s o n .

The ac t ive ly  t rea ted  group showed a  reduc t ion  o f
s y m p t o m s  o f  r h i n o c o n j u n c t i v i t i s  a n d  a s t h m a  a n d  a
lower  in take  o f  d rugs  fo r  the  same symptoms;  a l l
these d i f fe rences  resu l ted  to  be  s ta t i s t i ca l l v  s ion i f i -
ca  n t .

No pa t ien t  showed loca l  o r  sys temic  s ìde  e f fec ts
o l  any  re levance.

Accord ing  to  these resu l ts  o f  our  s tudy ,  sub l ingua l
rush immunotherapy is c l in ical ly ef fect ive and because
of  the  ease o f  hand l ing ,  the  shor tness  o f  the  t rea t -
m ^ ^ +  + l ^ . ^  ̂ t ^ . ^ ^ ^ ^ ^  ^ { . ^ l ^ ' , ^ ^ +  ^ i A ^  ^ + { ^ ^ + ^  ^ ^ - J  rl l l e l l L ,  t l l e  d U 5 g l r u \ r  \ - . , r  r ( r r ( r v o r r r -  o l U €  e l l e U t S  i J f  ì U  t n e

h igh  comp l iance  o f  the  pa t ien t  can  be  cons idered  as
an  a l te rna t i ve  to  c lass ic  in jec t i ve  immunotherapy  in
g rass  po l len  a l le rg ic  pa t ien ts

Key words.  Subl ingual  immunotherapy.  Grass pol len
rh inoconlunct iv i t is .  Rush immunotherapy.
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INTRODUCTION

T h e  s u b c u t a n e o u s  a d m i n i s t r a t i o n  o f  a l l e r g e n
ext rac ts  fo r  therapeut ic  purposes ,  cor - r ìmon ly  known
as speci f ic  immunotherapy ( lTS),  was introduced more
than B0 years  ago and many doub le  b l ind  p lacebo con-
t ro l led  t r ia ls  have proven i t s  e f fec t i veness  (1 -6) .

I n  s p i t e  o f  t h e  l o n g  a n d  w i d e  u s e ,  t h i s  p r o c e d u r e
is  no t  devo id  o f  d rawbacks ,  l i ke  the  need o f  med ica l
s u r v e i l l a n c e  f o r  a t  l e a s t  3 0  m i n u t e s  a f t e r  e a c h  i n j e c -
t i o n  ( 7 ) ,  t h e  p o s s i b i l i t y  o f  l o c a l  a n d / o r  s y s t e m i c  s i d e
ef fec ts  (B) ,  the  non appearance o f  benef i t s  be fore  6-
1 2  m o n t h s  s i n c e  t h e  f  i r s t  i n l e c t i o n .

In th is s i tuat ion,  ITS wi l l  no longer be the f i rst  choice
therapy  fo r  pa t ien ts  su f fe r ing  f  rom po l l inos is  o f  shor t
d u r a t i o n ;  f o r  c h i l d r e n  a n d  f o r  p a t i e n t s  l i v i n g  f a r  f  r o m
A l l e r o v  C e n î e r s  + t - ^ - ^  : ^  ^ r ^ ^  ^  ' ^ a l  n r n h l e m  n f  c o m -^ i l s r V y  \ - a r r L \ - r J  L l l U l U  l J  d l > L ,  d  I U o r  p r \ r L - , / r u r r r \ J r  u u

p l iance,  even i f  the  prescr ip t ion  o f  ITS is  cor rec t ly
m a o e .

Al ternat ive,  not  in ject ive,  ways of  administrat ion of
a l l e r g e n s  i n v o l v i n g  a  m u c o s a l  a b s o r p t i o n  h a v e  t h e -
re fo re  been deve looed.  Manv c l in ica l  t r ia ls  have s tu -
d ied  nas t r i r -  n r  en îer i r :  ahsorn t ion  o f  a l le roens  sho-v r v u  v u u L r  r v  v r  v r  r L v r  r v  u v u v r  Y L r v r  

I  v r  u r r v l

wing e f f  i cacy  on ly  w i th  b i rch  (9 -1  1 )  and no t  w i th
grasses  even w i th  very  h igh  dosages (12-15)  o r  on ly
a f te r  some Vears  o f  t rea tment  (16) .

G o o d  r e s u l t s  h a v e  b e e n  o b t a i n e d  w i t h  i n t r a n a s a l
a l l e r g e n  a d m i n i s t r a t i o n  ( 1 7 - 2 1 )  b u t  e f f  i c a c y  s e e m s
t o  b e  l i m i t e d  t o  r h i n i t i s  s y m p t o m s  w h i l e  a  p r e m e -
d i c a t i o n  i s  r e q u i r e d  b e f o r e  t h e  a l l e r g e n  a d m i n i s t r a -
t i o n  t o  o v e r c o m e  s o m e  u n c o m f o r t a b l e  m i n o r  l o c a l
c i r - l a  o f f e n t c

Oral  mucosa has been shown to be a very ef fec-
t ive absorpt ion s i te  for  drugs {22,  23) ,  on the other
hand,  subl ingual  but  not  in t ragastr ic  adminis t rat ion of
a n  a n t i n o n i n  n r n t a i n  t n  r A t q  a r 2 \ i  ̂  ^  ^ ^ r ^ ^ + "  ' ^  ^ r, , -  H '  
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p r e s s i o n  o f  l g E  p r o d u c t ì o n  ( 2 4 ) ,  a n d  a  n u m b e r  o f

d o u b l e - b l ì n d  c l i n i c a l  s t u d i e s  i n  h u m a n s  h a v e  s h o w n

safe tv  and e f f i cacy  o f  the  sub l ingua l  rou te  wì th  d i f -

ferent al  lerqens (25-29\.

S u b l i n g u " a l  i m m u n o t h e r a p y  ( S L I T )  r s  a l r e a d y  b e i n g

c l in rca l l y  used,  in  se lec ted  pa t ien ts ,  in  some European

c o u n t r i e s  f o r  s o m e  V e a r s ;  d o s a g e  s c h e d u l e s  g e n e -

ra l l y  a l low to  reach the  top  dose in  30  days ,  wt th  a
p r e s e a s o n a  I  m a i n t e n a n c e ,

The dosage schedu le ,  as  fo r  tn jec t i ve  t rea tment ,

has been establ ished on an empir ic basis,  leaving room

for  t r ia ls  a imed a t  op t im iz ing  to le rance,  sa fe ty ,  e f f i -

cacy ,  compl iance,  th rough changes o f  f  requency  and

q u a n t i t i e s  o f  a l l e r g e n  a d m ì n i s t r a t i o n s .
The present  s tudy  rs  based on  th is  ra t ìona le  and

aims at  investrgat ing ef f icacy and safety of  a SLIT per-

fo rmed w i th  a  g rass  ex t rac t  admin is te red  accord ing

t o  a  r u s h  s c h e d u l e  ( < < r r S L l T )  s o  a s  t o  r e a c h  t h e  t o p

dose wher r  the  po l len  season s ta r ts ,  accord ìng  to  a

d o u b l e  b l r n d  p l a c e b o  c o n t r o l l e d  p l a n .

T h e  r u s h  p r o c e d u r e ,  a l r e a d y  b e i n g  u s e d  f o r  i n i e c -

t i ve  therapy  in  o rder  to  induce rn  a  few days  a  rap id

r rnmuno logrc  to le rance (30-32) ,  has  been chosen to

shor- ten the t reatment per iod before the pol len season.
Al l  patrents enroi led were al lowed to use on request

t n e  s y m p t o m a t i c  d r u g s  r n c l u d e d  i n  t h e  e x p e r i m e n t a l
p ro toco i ,  g iv ing  an  adequate  therapy  to  everyone.
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The present  s tudy represents the double b l ìnd p la-

cebo  con t ro l l ed  check  o f  a  s imr la r ,  open  s tudy ,  pe r -

formed prev iously  (33)

MATERIAL AND METHODS

Patients selection

34 oat ients have been selected accord ing to the
fo l low ing :

- lnclusion cri teria: age f rom 14 to 48 years; al lergy
only to grass pol len with in vivo (prick test) and/or
in  v ì t ro  (RAST) posi t ive d iagnosis ;  a t  least  two
years of  oculo-rh in i t is  wi th  or  wi thout  asthma,
c lear ly  re lated to the grass pol len season.

-  Exclus ion cr i ter ia :  ser ious asthma;  nasal  polyps;
pregnancy;  cont inuous t reatment  wi th s tero ids;
ch ron ic  d i seases  o f  a i rways ;  au to - tmmune
diseases;  speci f ic  immunotherapy ln  progress
or  in terrupted less than 5 years before;  lack of
como l iance

Each pat ient  was in formed about  a ims and pro-

cedures of  the t r ia l  and gave h is  wr i t ten consent  to
take par t .
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The select ion took p lace in  two Al lergy Centers;
14 patrents have been enro l led in  parma ànd20 have
been  enro l led  in  Lanc iano  (Ch) .

A l l  o f  them comp le ted  the  t r i a l

Diagnosis

Prick tests were performed with a biorogicariy stan-
dard ized ext ract  of  po i len of  b  grasses (Dactyr is  gro-
merata,  Lol ium perenne,  Festuca pratensis ,  phteum
pratense, Poa pratensis) with a potency of 100 BU/mL
(34 ,35)  (Neo  Abe l lo ,  M i lan ,  l t a l y ) .  A  whea l  s i ze  equar
or  iarger  than that  obta ined wi th h is tamine 10 mg/mL
was judged as posi t ive.  Speci f  ic  lgE level  was deter_
mrned accord ing to the RAST EIA technique (phar-
mac ia  D iagnos t i cs  AB,  Uppsa la ,  Sweden) ,  c lass  3  a t
least .

stit

T h e  a c t i v e  s p e c i f  i c  i m m u n o t h e r a p y  c o n s i s t e d  o f
a  b i o l o g i c a l l y  s t a n d a r d i z e d  e x t r a c t  o f  5  g r a s s e s  a s
a b o v e ,  g r a d e d  i n t o  s i x  s t r e n g t h s :  0 . 0 4 ;  0  2 , 1 . , 5 . , 2 5 . ,
1 0 0  B U / m L -  T h e  a i l e r g e n  s o r u t i o n  c o n t a i n e d  5 0 %
Vl /  o f  g lycero l  and 0  4o /o  WN o f  pheno l  as  p re_
s e r v a t i v e  i n  p h y s i o l o g i c a l  s a l i n e  ( N e o  A b e l l o ,  M i l a n ,
I t a  l v ) .

The p facebo was prepared in  ident ica l  v ia ls  w l th
the  same appearance,  co lour ,  tas te ,  bu t  w i thout  the
a l l e r g e n s .

Treatment schedule

The pat ients have been submit ted to the t reatment
a c c o r d i n g  t o  a  d o u b r e  b r i n d  p r a c e b o  p r a n .  E a c h  t h e -
rapy  was coded accord ing  to  a  key  unknown to  the
c l i n i c i a n  a n d  t o  t h e  p a t i e n t  a n d  w a s  a s s i g n e d  a t
random to  each pa t ien t .  A  schedu le  o f  rush  pr "_rur_
sonal t reatment was foi lowed, wi th drops to be taKen
subl ingual ly twice a day, between meals,  start ing f rom
1 drop  o f  the  s t rength  0 .04  BU/mL up ro  b  d róps  o f
tne  same v ia l  and then repeat ing  the  same procedure
u p  t o  5  d r o p s  o f  t h e  s t r e n g t h  1 0 0  B U / m L  o r  t h e
max imurn  lower  dose we l l  to le ra ted .

The t rea tment  was s ta r ted  in  each A l le rgy  Center
so as to reach the maxrmum dose immediately before
the  grass  b looming season.  A  co-seasonar  ma in te -
nance treatment then foi lowed with the top dose rea-
ched (on  average 5  drops  o f  the  s t rength  100 BU/mL,
cor r respond ing  to  about  20  BU)  to  be  taken 3  t imes
a week un t i r  the  end o f  the  po i len  season.  To  excrude
therapeut ic  o r  s ide  e f fec ts  i inked to  an  absorp t ion  by

PARMIANI  anc l  P .  p .  I )ALL 'ACLIO

the in test ines,  the drops of  a l lergen ext ract  had to be
kep t  under  the  tongue  fo r  a t  l eas t  2  m inu tes  w i thou t
swal lowing and then anyth ing remain ing in  the mouth
had to be spat  out .

Pat ients were checked twice a week dur ing the
rnc rease  o f  dosages  and  then  tw ice  a  month  dur ino
the  ma in tenance  the rapv .

Drugs

Al l  pat ients were inst ructed and a l lowed to use,  i f
necessary,  the fo l lowing symptomat ic  medicat ions
accord ing to the type and sever i ty  of  the d isease:

-  Ant ih is tamine tablets  ( ter fenadine) .
-  Nasal  top ic  s tero ids (beclomethasone d ioro_

prona te ) .
-  Be ta  2  b ronch ia l  top ic  (sa lbu tamo l ) .

Control parameters

Drug and symptom scores

Al l  pat ients had to f i i l  in  a d iary for  the dai ry  eva-
luat ion of  symptoms dur ing the grass poi len season,
i  e  f  rom the  beg inn ing  o f  Apr i r  to  the  end  o f  June  rn
Lanc iano ,  f  rom the  m idd le  o f  Apr i l  t o  the  end  o f  Ju lv
in  Parma.

The symptoms had to be repor ted accord ing to a
0-3 scale (0=no SymptomS, 3=Sev€re symptoms), and
covered nasal  symptoms ( i tch ing,  sneezing,  nasal  d is_
charge, nasal obstruction), eye symptoms (i tching and
redness of  eyes) ,  cough,  symptoms of  bronchia iobs_
t ruc t ion ,  wheez ing .

At  the same t ime they had to note down the pos_
sib le use of  drugs to which a speci f ic  dai iy  score was
grven .

Grass pollen count

The concentrat ion of  grass poi len in  the a i r  o f  Lan-
c iano  and  Parma was  de te rmined  by  means  o f
co l lec t ion  th rough  a  vo lumet r i c  samp le r  (VppS 2000
i n  L a n c i a n o  a n d  B u r k a r d  s a m p r e r  i n  p a r m a ) .  D a t a  i s
shown in  f i g .  1  as  number  o f  g ra ins  per  cubrc  mete r
o f  a i r .

Sfafistics

The Mann-Whitney U test was useCI to cornpare
the score of  symptoms and drugs used,  regis tered
rn the d iary of  the pat ients,  o f  the act ive group and
of  the p lacebo group respect ive ly .
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RESULTS

When the  code was broken,  a t  the  end o f  the  t r ia l ,
1 6  n a t i o n t q  r o c r r l t o r ]  a q  h o l n n n i n n  t n  t h o  n l a n o h n  r r r n, -  t - -  , ; 1  ! v  L '  r v  1 , r u v v v v  y ' - U P ,

whi le  1B resu l ted to  have been t reated wi th  t l re  act ive
thpranv The t rnrn oro l tns  \^ /ere checked for  and resu l tedL r  r v r u l . / y .  ì  r r v  L v v v  : , r v u v J  

v v v r v  v r  r v '

to be balanced for age, sex, number of asthmatrc patrents
as  c lassr f ied  when enro l led ,  sever i ty  o f  the  d isease

N I  n  n a t i o n t  r o n Ò r t è r l  l n r . : l  r . r r  r r ó n ^ r î l  c i À o  a { { a,  . _  Y _  J e t ì e t a t  s t u e  e t  r e c l s
o f  a n y  i m p o r t a n c e ,  e i t h e r  w i t h  p l a c e b o  o r  w i t h  a c t r v e
tnerapV.

A l l  p a t i e n t s  w e r e  f  r e e  f r o m  s y m p t o m s  a n d  d i d n ' t
î a k e  d r r r n s  h p f o r e  t h e  n o l l e n  s e a s o n  D r r r i n r - r  t h c  n n l l g pU Y U  V V  r V r  V  r r  r v  v v r r v r  I  u v u J v r  t .  u v t  r r  r ! ,  L r  r v  v v l
q A A q ^ n  t h o r r  q h n r n t o |  e n n n r r l  i n n  f 6 r  À i n n  r  r a r A a  ò \ / r,  . ,  ,_  r  - , ,  , v  .o  o ta ry  caros ,  symp-
toms of  rh inoconjunct iv i t rs;  asthmat ic symptoms were
s h o w n  b y  p a t i e n t s  c l a s s i f i e d  a s  a s t h m a t i c  a n d  a l s o
by  pa t ien ts  who had se ldom su f fe red  prev ious ly  any
p n i s n d c q  n f  h r n p 6 l i a l  o b s t r L l c t i o n  d r i r i n o  t h e  n r a S Sv v r r v v v u  v r  v l v r r v r r r u r  v v u L i L r v L r v r r  u u r t t t y  L t  t v  

v t (

pol len season. As the pol len calendars of  the two areas
did not correspond, for  obvious di f ferences in the geo-
g r a p h i c a l ,  m e t e o - c l ì m a t i c  a n d  e n v i r o n m e n t a l  c o n d i -
t ions ,  the  ana lys is  was res t r i c ted  to  the  h ìghes t  per iod
o f  p o l l e n  c o u n t s  o f  e a c h  a r e a ,  i . e .  f r o m  1 s t  t o  3 1  M a y
f o r  P a r m a  a n d  f  r o m  1 5  M a y  I o  1 4  J u n e  f o r  L a n c i a n o .

The group o f  pa t ren ts  t rea ted  w l th  the  ac t rve  the-
rapy  ob ta ined a  lower  score  o f  symptoms and drugs
t : k e n  r - l  r r r i n n  t h e  n n l l o n  q a a q n n  t r \  ^ ^ ' r ^ ^ r r o n n  f n  t h aL c l N s r l  ! . i L l l l l l V  L l  l C  V v r t v r r  J v u J v r r .  i l  l  U U l l l p O l l ù \ J l l  L U  t l l U

n l a r - e h n  n r n r t n  l f  i n q  ?  a n n l  ? ì  l ì r r r i p 6  î h e  n h s e r y a t l g pv r u v v v v  \ - r i v u v  \ r r y J .  4  q t  t v  v l .  u  u r l t t v  L ì  t v  v u J u t v u L

L  1  r . i  ,  L  l

-Symptom score  o f  pa t ren ts  du r ing  the  h rghes t  pe r rod  o f  po l l en  season  ( f rom 1s t  to  31  May  fo r  Parma and  f ro r l
1 5  M a y  t o  1 4  J u n e  f o r  L a n c i a n o ) .  p  =  0 , 0 0 8  M a n n - W h i t n e y  U - t e s t .

n o r i n r l  n l t n o h n  f r n n i n À  n r t i n n t o  c h n r n r o r {  î n . \ / a r î f l F
l . J ( ' r r \ J L r ,  v r o \ - s r r \ J  L l u d t u u  p d L l u l l L J  ) l l \ J V V U U  o l l  o v g l o v \ -

score  o f  209.4  fo r  symptoms and 76  fo r  d rugs ,  wh i le
^ ^ + i . , ^ 1 .  r  + r n a t n r l  n r * i n n ' l - n  r n ^ n h n . lc u r . r v s r y  L r c o r c u  p d t l e f  ì L S  f  e d C f  ì e U  a n  a V e f a g e  S C O f e  O f

1 0 9 7  f o r  s y m p t o m s  a n d  2 4 . 0 5  f o r  d r u g s .
ln  deta i ls ,  the analys is  of  data shows a s tat rs t ica l ly

s igni f icant  d i f ference for :

-  Rh inocon junc t i v i t i s  symptoms (p=  0 .010) .
-  Drug consumpt ion for  rh inoconjunct iv i t is  symp-

toms (p=  0 .002)
-  As thmat i c  symptoms (p=  0 .026) .
-  Drug consumpt ion for  asthmat ic  symptoms (p=

0 049)
-  Overa l l  symptoms (p=  0 .008) .
-  Overa l l  d rug  consumpt ion  (p=  0 .002) .

Al l  these f igures show that  subl ingual  rush i rnmu-
n n t h c r a n v  n p r f o r m e d  a e r : n r d i n o  t o  a  h i n h  d n c e a c  q ; g -r r v L r r v r u | \ J y  v v r r v r r r r v u  u v v v r v r r r v  L v  u  r r r v r r  v v u u v v  F

^ ^ ^ ^ ^ ^ ^ l  ^ ^ h ^ ; ,  , l ^  ; ^  ^ { f  ^ ^ + , , , ^  i ^  . e d t t f - ' i n O  S V m n t O m Sù C i O ) U I  l O l  J U l l t t u U l U  l >  t i l l U \ - L I V ( i  l l l l \ , u u u i l r V  J y r r r p L U

and drug consumption in pat ients al lergic to grass pol len,
^ ^ ^ ^ . 4 ; n n  t a  ^  i î r r h l p  h l i n r ^ l  n l a r - c h n  r - n n t r n l l e d  n l a n .o u u \ J r u r  1 9  L w  o  \ r v L r r . J r ( '  r J i l r l \ r  v r o u g r J w  u \ J r r L r \ J r g r r  v r o l

Mechanism of act ion

l m m u n o l o g i c  t o l e r a n c e  i s  a  w e l l  k n o w n  p h e n o -
m e n o n  a n d  i t  c o u l d  b e  o b t a i n e d  t h r o u g h  f u n c t r o n a l
i n a c t i v a t i o n  o f  a n t i g e n  s p e c i f i c  T  c e l l  c l o n e s  a n d / o r  a
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F r g . 3 . - D r u g  s c o r e  o f  p a t i e n t s  d u r r n g  t h e  h r g h e s t  p e r r o d  o f  p o l l e n  s e a s o n  ( f r o n r  l s t  t o  3 1  M a y  f o r  P a r m a  a n d  f r o m  
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May  to  14  June  fo r  Lanc iano)  P  =  0 ,002  Mann-Wh i tney  U- tes t .

r e d u c t i o n  o f  t h e  r e l e a s e a b i r i t y  o f  b a s o p h r l s ,  a c c o r d t n g
to  da ta  o r  hyoothesrs  o f  some authors  (23 ,  30-39) .

T h i s  t r i a l  w a s  p l a n n e d  o n l y  t o  s h o w  c l i n i c a l  b e n e -
f i t s  o f  , < r > , S L l T ,  i f  a n y ,  t h r o u g h  t h e  a n a l y s i s  o f  s y m p -
t o m s  a n d  d r u g  c o n s u m p t r o n  d u r i n g  t h e  p o l l e n
season.  Our  da ta  cannot  there fore  suppor t  any  hypot -
hesrs  o f  mechan ism o f  ac t ion  On the  o ther  hand,  we
have no t  been ab le  to  show in  our  p rev ious  t r ia l ,  w i th
a  s i m t l a r  b u t  o p e n  p l a n ,  a n y  c h a n g e  i n  l g E ,  t o t a l  s p e -
c i f i c  l g G  a n d  s p e c i f i c  l g G 4  ( 3 3 ) ,  a n d  c l i n i c a l  e v a l u a -
t r o n s  a r e  j u d g e d  a s  t h e  o n l y  m e t h o d  w h i c h  t r u l y
re f  lec ts  c l in ica l  e f f i cacv  (7 ) .

DISCUSSION

O n i y  s i x  d o u b l e - b l i n d  p l a c e b o  c o n t r o l l e d  s t u d i e s
r e p o r t  t h e  r e s u l t s  o f  s u b l i n g u a l  i m m u n o t h e r a p y  r n
a l le rg ic  pa t ien ts  (25-29 ,40) .  Two o f  them inves t iga ted
safe ty  and e f f  i cacy  o f  g rass  po l len  ex t rac t  t rea tment ,
r e a c h r n g  t h e  e v i d e n c e  o f  c l i n i c a l  i m p r o v e m e n t  f o r
a l l e r g i c  r h i n i t r s  \ 2 8 ,  2 9 ) .

in  our  doub ie-b l ind  p iacebo cont ro l ied  t r ia l ,  we have
s tud ied  sa fe ty  and e f f i cacy  o f  <<r>SLIT  in  34  pa t ien ts
su f fe r ing  f rom rh inocon lunc t iv i t i s  w i th  o r  w i thout
a s t h m a  d u e  t o  g r a s s  p o l l e n ,  a d m i n i s t e r i n g  i n  t h e  f i r s t

2 1  d a y s  a n  a m o u n t  o f  a l l e r g e n  c o r r e s p o n d i n g  t o  t h e
amount  normal ly  reached w i th  6  months  o f  t rad i t iona l
p reseasona l  in jec t i ve  therapy  per fo rmed w i th  depot
ex t rac ts  o f  the  same producer ,  accord ing  to  t l re  sug-
g e s t e d  s c h e d u l e .  A c c o r d i n g l y ,  3  m o n t h s  o f  < < r r S L l T
m e a n  a n  a m o u n t  o f  a l l e r g e n  6  t i m e s  t h e  a n r o u n t  o f
a  p reseasona l  course  o f  in jec t i ve  therapy .  Cons ide-
r i n g  t h i s  r e l a t i v e  a m o u n t  o f  a l l e r g e n  a n d  t h a t  t h e
a l le rgen no t  absorbed was no t  swa l low,ed bu t  spa t
ou t ,  we can exc lude any  s ign i f i ca t tve  absorp t ion  o f
a l l e r g e n s  b y  t h e  d i g e s t i v e  t r a c t .  O r a l  i m m u n o t h e r a p V
by the  d iges t ive  rou te  i s  sa id  to  requ i re  doses  50-200
t i m e s  g r e a t e r  t h a n  t h o s e  u s e d  f o r  i n i e c t ì v e  a d m i n i s -
t rat ion (9,  41).

The pa t ien ts  under  ac t ive  therapy  showed a  s ta -
t i s t i ca l l y  s ign i f i can t  lower  leve l  o f  symptoms fo r  rh i -
nocon junc t iv i t i s  and fo r  as thma in  compar ison to  the
p l a c e b o  g r o u p ;  t h e s e  r e s u l t s  a r e  c o n f i r m e d  a n d
s t ressed by  a  s ta t i s t i ca l l y  s ign i f i can t  lower  leve l  o f
m e d i c a t i o n s  f o r  t h e  s a m e  s y m p t o m s .

Symptoms and drug  scores  are  o therw ise  in  exce-
l len t  agreement  w i th  po l len  gra ins  counts  ( f ig  4 ,  Lan-
c rano) ;  a  c lear  benef i t  f rom the  ac t ive  therapV cou ld
be seen a l ready  a t  the  beg inn ing  o f  the  po l len  season,
w i th  a  fu r ther  improvement  a f te r  one month  o f  t re -
a t m e n t ,  l a s t i n g  u n t i i  t h e  e n d  o f  t h e  s e a s o n .



With  the  c iass ica l  in jec t i ve  immunotnerapy ,  bene-

f i t s  a re  seen on lV  some months  a f te r  the  f i rs t  admi -

n is t ra t ion ;  in  our  case,  c l in ica l  benef r ts  were  a l ready

obta ined a f te r  on ly  two weeks  o f  t rea tment ,  w i thout

ev ident  s rde  e f fec ts .
Th is  t rea tment  can there fore  be  done in  the

pat ien t ' s  home,  a f te r  adequate  med ica l  ins t ruc t ions ,

s ta r t ing  immedia te ly  be fore  the  po l len  season.
r<r rSL lT  shows i t  se l f  to  be  a  s imp le ,  sa fe ,  c l in ica l l y

ef fect ive t reatment for  a l lergic symptoms due to grass

oo l len  and can be  cons idered as  an  a l te rna t ive  to  the

in lec t i ve  therapy  fo r  seasona l  a l le rg ies  such as  po l l ì -

n o s ì s ,  m a r n l v  w h e n  t h e  p o l l e n  s e a s o n  l s  s h o r t .

RESUMEN

Hemos rea l i zado  un  es tud io  de  inmunote rap ìa
sub l ingua l  en  34  pacren tes  con  r in i t i s  s in  o  con  asma
por sensib i l izac ion a gramíneas segun un d iseno doble
r . i eoo  n laceho  (1R  nan ien tes  rec ib i e ron  Un  ex t rac tou l g v \ J  | . j l u v v v v  \ r v  v u v r v

c o n s t i t u i d o  p o r  u n a  m e z c l a  d e  5  g r a m í n e a s  y  1 6  e l
p l a c e b o ) .  S e  s i g u i o  u n a  p a u t a  d e  a d m i n i s t r a c i o n  p r e -

es tac iona l  rép ida  de  fo rma que la  dos is  de  mantent -

mrento  se  a lcanzo en  15  d ías ;  es ta  dos is  se  admin is t ro

3  veces  por  semana has ta  e l  f  ina l  de  la  epoca de  po l i -

n i z a c i o n .

I ,oo

l

I

I 
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Durante la  estac ion pol ín ica se sìguio un contro l  de

s ín tomas  y  medìcac ion  en  re lac ion  a l  recuen to  de

oo lenes .
El  grupo t ratado con ext racto mostro una reduc-

c ron  de  s ín tomas  y  consumo de  med icac ion  que

resul to  ser  s ign i f  icat iva respecto a l  grupo p lacebo.

En base a los resul tados obtenidos en nuestro
es tud io ,  cons ideramos  que  la  inmunote rapra  sub ì in -
gual  es ef icaz y  puede const i tu ì r  una a l ternat iva a la

inmunote rap ia  convenc iona l  en  e l  t ra tamien to  de  los
pacientes pol ín icos por  su senci l lez de manejo,  répida

respuesta,  ausencia de reacciones adversas y e l  a l to
g rado  de  co laborac ton  de l  pac ìen te .

Palabras clave'.  lnmunoterapia subi ingual. Pol inosrs'
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