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SUMMARY
Background: Some aspects of al lergic march st i l l  need to be addressed. To prevent the onset of the march is not ,  at pre-

sent ,  a  very  rea l is t ic  a im,  a l though therapeut ic  ins t ruments  are ava i lab le  to  de lay and,  i f  poss ib le ,  to  s top i t .  We at tempted to
c lar i fy  these po in ts  in  an observat iona l  open cont ro l led three-para l le l  group s tudy in  a  rea l - l i fe  set t ing.

Methods:3838 pat ients  wi th  resp i ra tory  a l lergy due to  house dust  mi te  have been enro l led in  th is  observat iona l  s tudy.2200
pat ients  wi th  rh in i t is  and/or  in termi t tent  or  mi ld  pers is tent  asthma,  poor ly  respons ive to  s tandard pharmacolog ica l  therapy
(SPT)  were t reated for  three years  wi th  SPT assoc ia ted or  not  wi th  spec i f ic  immunotherapy (S lT) .  Symptom medicat ion scores,
pu lmona ry  f unc t i on  t es t  (PFT  )  and  me thacho l i ne  (MCh)  cha l l enge  we re  pe r fo rmed  a t  t he  beg inn ing  and  a t  t he  end  o f  t he
study.  1638 pure rh in i t ics ,  respons ive to  SPI  enro l led as a  cont ro l  group,  used se l f -medicat ion (SM )on demand to  assess
the inc idence of  as thma in  non- t reated pat ients  wi th  s tandard therapeut ic  protoco ls .

Resul ts :694 pat ients  have been t reated wi th  SPT+Sl l  1506 wi th  SPT and 1638 wi th  SM. Co-morb id i ty  rh in i t is -asthma inc i -
dence was h igher  in  the SM group (an overa l l  69.27% inc lud ing asthma and bronchia l  hyperreact iv i ty ) .  pers is tent  rh in i t is  pro_
ved more often to be associated with asthma than intermittent rhinit is. Likewise, the moderate-severe forms compared to the
mi ld  ones.  The addi t ion o f  SIT to  SPT reduced the a l lerg ic  march in  a l l  pat ients .

Conclusions: In everyday cl inical practice too, SIT proves i ts eff icacy in the treatment of al lergic march. Patients with mode-
rate-severe persistent rhinit is appear as the ideal candidates for this therapy.
Key-words: Specif ic lmmunotherapy - Al lergic March - observational study.

List of abbreviations:
SIT: Speci f ic  lmmunotherapy
SCI î  Subcutaneous lmmunotherapy
LNI î  ln t ranasa l  lmmunotherapy
SLIT :  Sub l ingua l  lmmunotherapy
MCh:  Methacho l ine
A:Asth ma
R : R h i n i t i s
H: Bronchial  Hyperreact iv i ty
PFî Pulmonary Funct ion Test
SPî Standard Pharmacological  Treatment
SM: Sel f -Medicat ion
GINA:  G loba l  In i t ia t i ve  fo r  As thma
Sgaw: speci f ic  a i rway conductance
Raw: airway resistance
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INTROIDUGTION

he assoc ia t ion  o f  as thma wi th  rh in i t i s  has
been acknowledged as  par t  o f  o rd inary  med i -
cal  exper ience. l t  has been conf i rmed by a

number  o f  ep idemio log ic  s tud ies  wh ich ,  however ,
owing  to  the i r  methodo log ic  and c lass i fy ing  l im i ts ,
have no t  so  fa r  p roduced un i fo rm data .
Cor ren  (1 )  in  h is  s tudy  ind ica ted  tha t  90% ca.  o f  the
overa l l  as thmat ic  pa t ien ts  had symptoms cor re la ted
wi th  a l le rg ic  rh in i t i s  aga ins t  5  to  20% o f  the  genera l
p o p u l a t i o n  o f  p a t i e n t s ,  w h e r e a s  3 8 %  o f  r h i n i t i c
pa t ien ts  had a lso  as thmat ic  symptoms aga ins t  3  to
5% o f  the  to ta l  number  o f  pa t ien ts .
Insp i te  o f  c l in ica l  and ep idemio log ic  ev idence,  on ly
recent ly  were  a l le rg ic  rh in i t i s  and as thma acknowled-
ged as  c l in ica l  symptoms o f  on ly  one d isease bound
together  by  complex  phys io log ic  and pa thogen ic  cor -
re la t ions ,  so  tha t  the  Wor ld  Hea l th  Organ iza t ion  wor -
ked ou t  a  pos i t ion  paper  to  es tab l i sh  the  gu ide l ines
for  d iagnos is  and therapy  o f  a l le rg ic  d iseases(2) .
The co-ex is tence o f  a l le rg ic  rh in i t i s  and as thma not
on ly  worsens  the  qua l i t y  o f  l i fe  o f  a l le rg ic  pa t ien ts  (3 )
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but  i t  a lso  inc reases  dramat ica l l y  -  up  to  46% -  the

costs of  t reatment as compared to the lower costs of

pa t ien ts  w i th  on lY  as thma.

The preva lence o f  a l le rg ic  rh in i t i s ,  as  assessed by  a

m u l t i c e n t r i c  s t u d y  o n  t h e  g e n e r a l  p o p u l a t i o n  o f

pa t ien ts  w i th in  the  European communi ty  Resp i ra to ry

Hea l th  Survey ,  amounts  to  18 '5% in  Nor thern  l ta ly '  o f

which 11.2% is of  the perennial  type, 29.67o of  the sea-

sona l  type  and 51 .5% o f  the  mixed type w i th  p roved

a l le rg ic  sens i t i za t ion  in  89% o f  pa t ien ts  w i th  seasona l

rh in i t i s  and in  69o/ .  o f  pa t ien ts  w i th  perenn ia l  rh in i t i s

(5 ) ,  Moreover ,  as  a l ready  po in ted  ou t ,  the  cons ide-

rab le  inc rease in  the  assoc ia t ion  as thma-rh in i t i s  in  the

las t  two decades cannot  be  over looked (13) '  The per -

centages  in  the  young adu l ts  -  espec ia l l y  in  pa t ien ts

wi th  mi te  sens i t i za t ion  -  a re  fa r  too  h igh  and to  t rea t

on ly  upper  o r  lower  resp i ra to ry  t rac t  i s  a t  p resent  a

nonsense f rom the  sc ien t i f i c ,  methodo log ic  and e th i -

cal  points of  v iew. Today, the ARIA posi t ion paper (2)

under l ines  tha t  the  a l le rg ic  symptoms are  the  loca l

express ion  o f  a  sys temic  pa tho logy  in  wh ich  the  res-

p i ra to ry  t rac t  (b roaden ing  the  mean ing  o f  the  word

" resp i ra to ry  t rac t "  to  the  mucous membranes expo-

sed to  the  resp i ra to ry  a l le rgens  no t  to  exc lude o ther

al lergic diseases that very of ten coexist  such as

con junc t iv i t i s ,  o t i t i s ,  s inus i t i s ,  pharyng i t i s  and '  to  a

lesser  degree,  la ryng i t i s )  i s  cons idered as  a  g loba l

p rob lem re fe r red  to  as  "one a i rway,  one d isease"  (8 ) .

owing to the high r isk of  developing asthma in pat ients

suffer ing f rom al lergic rhini t is  and other compl icat ions

and to the increase of  both economic and social  costs

because of  the co-existence of  the two diseases, a

number  o f  in te rna t iona l  o rgan iza t ions ,  among wh ich  in

part icular wHo, str ive to determine the r isk factors and

prevent the onset of  a l lergic rhini t is  compl icat ions.

cons ider ing  tha t  a  few s tud ies  on  rh in i t i s -as thma co-

m o r b i d i t y e x i s t e d i n | t a | y , i n t h e m i d - e i g h t i e s w e p r e -
pared an  observa t iona l  c l in ica l  ep idemio log ic  s tudy

o n a I a r g e p o p u I a t i o n o f o u t p a t i e n t s w i t h h o u s e d u s t
mi te  a l le rg ic  rh in i t i s  seen a t  the  A l le rgy  Un i t ,  cuasso

a l  Monte  ,  Macch i  Hosp i ta l  Foundat ion ,  Varese.  These

pat ients were evaluated in an observat ion per iod bet-

ween 1987 and 2002. According to the data obtained

f rom the  ana lys is  o f  the  immuno log ic  and func t iona l

c l in ica l  p ro f i le  and o f  the  c l in ica l  h is to ry ,  the  causes  o f

rh in i t i s ,  a t  the  t ime o f  d iagnos is ,  were  c lass i f ied  as

indicated in Tab.2 together wi th the data on asthma

preva lence fo r  each rh in i t i c  e th io log ic  fac to r '

The in i t ia l  " impa i rment "  degree o f  the  pa t ien ts  w i th

rh in i t i s  (subd iv ided in to  seasona l  and perenn ia l )  was

evaluated on the basis of  persistence or abatement of

symptoms (sporad ic  o r  perenn ia l )  and the i r  sever i ty

(scored as  mi ld ,  modera te  and severe)  accord ing  to

A R I A  g u i d e l i n e s  ( 2 ) .

In  the  s tudY o f  as thma a  mixed

log ic  c r i te r ion  was fo l lowed and

r3ó

c l  i  n i ca l - phys ioPa tho -

c l i n i ca l  as thma  (w i t h

b ronch ia l  obs t ruc t i on  a l r eady  e l i c i t ed  f r om basa l  sp i -

r ome t r y )  was  d i s t i ngu i shed  f r om b ronch ia l  hype r -

r e a c t i v i t y ( b r o n c h i a I o b s t r u c t i o n i n d u c e d a f t e r b r o n -

ch ia l  s t imu la t i on ) :  bo th  cond i t i ons  f r om the  ep ide -

mio log ic  po in t  o f  v iew fe l l  in to  the category  o f  "asth-

ma"  whe reas ,  f r om the  c l i n i ca l  po in t  o f  v i ew '  t he  evo -

l u t i o n o f t h e t w o c o n d i t i o n s W a S c o n s i d e r e d s e p a r a t e -

l y ,  s i nce  b ronch ia l  hype r reac t i v i t y  i s  on l y  one  o f  t he

poss ib le  r isk  fac tors  in  the onset  o f  pers is tent  asthma'

w i t h  a  consequen t  d i f f e ren t  impac t  on  t he  ch ron i c

obs t ruc t i ve  l ung  d i sease '

GOATS TO REAGH

The s tudy  a imed a t :
. a s s e s s i n g t h e p r e v a l e n c e o f a s t h m a i n p a t i e n t s W i t h

house dus t  mi te  a | |e rg ic  rh in i t i s  ( f i r s t  end-po in t ) ;

.  assess ing  the  inc idence o f  pa t ien ts  w i th  rh in i t i s

evo lv ing  in to  as thma (second end-po in t ) ;
.  evaluat ing the existence of  a relat ion between in i t ia l

sever i ty  and dura t ion  o f  rh in i t i s  and subsequent

appearance o f  as thma ( th i rd  end-po in t ) ;
'  compar ing  the  prevent ive  e f f i cacy  o f  immuno log ic

therap ies  (S lT :  spec i f i c  immunotherapy)  w i th  phar -

m a c o t h e r a p i e s ( o r a l H l a n t i h i s t a m i n e s ' i n h a l e d c o r -
t i c o s t e r o i d s , b e t a 2 - a g o n i s t b r o n c h o d i l a t o r s o n
demand)  in  the  cont ro l  o f  a l le rg ic  march  f rom rh in i -

t i s  to  as thma ( four th  end-Po in t ) '

STUDY DESIGN (tig' t)

As shown in table 2,  18yo ca. of  the rhini t ic  pat ients

s e e n t n o u r A | l e r g y U n i t p r e s e n t e d p a t h o g e n i c a | | e r g i c
response to  perenn ia l  inha lan ts  (Dermatophago ides) '

The studv of  the funct ional  respiratory pattern also

showed the  combina t ion  o f  rh in i t i s  and bronch ia l  as th -

m a i n 3 0 % o f t h e s e p a t i e n t s ( t a b | e 2 ) ( f i r s t e n d - p o i n t )
(1449 out of  4830 pat ients,  of  which 956 had hyper-

react iv i ty and 493 cl in ical  asthma).  Af ter  a basel ine eva-

luat ion pat ients were control led in a twelve-month

observat ional  per iod dur ing which they were t reated

with prevent ive symptomat ic pharmacological  therapy

to prevent both asthmat ic and rhini t ic  symptoms

where necessary or,  in case of  pure rhini t ic  pat ients

( w i t h o u t a n y a p p a r e n t c | i n i c a | a n d f u n c t i o n a | s u f f e r i n g

of the lower airways) s imply focus on the upper respi-

ratory t ract .  At  the end of  the observat ional  per iod

p a t i e n t s w l t h u n s a t i s f a c t o r y c I i n i c a l r e s p o n S e ( c I i n i c a I
scores = drug scores + symptom scores >50'/ ' compa-

red  to  base l ine)  were  randomized in  th ree  groups :

> G R O I J P A : p a t i e n t s c o n t i n u e d t r e a t m e n t f o r t h i r t y -

s i x m o n t h s r e c e i v i n g o n | y i n t e r m i t t e n t p h a r m a c o l o g i -
ca l  symptomat ic  therapy  (mi ld  o r  modera te-severe

i  ntermit tent  rh i  n i t is) ;
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> GROTJP B; pat ients cont inued treatment for  th i r ty-

s ix  months  rece iv ing  cont inuat ive  s tandard  pharma-

co log ica l  symptomat ic  therapy  (mi ld  o r  modera te-

severe persistent rh i  n i t is) ;
> GROUP C; pat ients cont inued treatment for  th i r ty-

s ix  months  rece iv ing  pharmaco log ica l  therapy  asso-

c ia ted  w i th  spec i f i c  immunotherapy  (S lT)  (Ana l le rgo

Sr l ,  F lo rence,  l ta ly )  ( rh in i t i s  +  in te rmi t ten t  o r  mi ld -per -

s is ten t  as thma) .
At the end of  the 36-month per iod of  t reatment the

func t iona l  p ro f i le  o f  each pa t ien t  was  reeva lua ted
(spirometry wi th brochial  react iv i ty)  to assess the ef f i -

cacy  o f  S IT  as  compared to  convent iona l  pharmaco-

therapy  in  p revent ing  rh in i t i s  f rom evo lv ing  in to  as th-

ma ( tab le  4 )  ( four th  end-po in t ) .
In  the  group o f  pa t ien ts  in i t ia l l y  respons ive  to  conven-

t iona l  pharmacotherapy  the  na tura l  evo lu t ion  o f  the

a l le rg ic  march ,  d is regard ing  the  therapeut ic  s t ra te -

g ies  adopted  (bo th  convent iona l  and non-convent io -

na l )  ( tab le  3 ) ,  was  the  ob jec t  o f  eva lu ta t ion .  To  th is

end,  the  subset  o f  pa t ien ts  in i t ia l l y  su f fe r ing  f rom

" p u r e "  r h i n i t i s  a f t e r  a  b a s e l i n e  c l i n i c a l  a n d  f u n c t i o n a l

eva lua t ion  were  s tud ied  aga in  dur ing  the  fo l low ing

th i r ty -s ix -  month  per iod  and were  submi t ted  to  pu l -

monary  func t ion  tes t  and MCh cha l lenge '  In  th is

observat ional  per iod these pat ients received sel f -

med ica t ion  main ly  to  assess :
.  t h e  i n c i d e n c e  o f  r h i n i t i s - a s t h m a  c o - m o r b i l i t y

(second end-po in t ) ;

.  t h e  n a t u r a l  e v o l u t i o n  o f  t h e  a l l e r g i c  m a r c h  f r o m  r h i -

n i t i s  i n to  as thma  acco rd ing  t o  t he  i n i t i a l  seve r i t y  and

du ra t i on  o f  r h i n i t i s  ( t h i r d  end -po in t ) .

PATTENTS

I  Pat ients whose demographic data at  basel ine are

indicated in table 1 were evaluated through the fol -

lowing tests:
> skin pr ick tests (SPT) were performed according to

the  la tes t  in te rna t iona l  gu ide l ines  (6 )  w i th  commerc ia l

s tandard ized ex t rac ts  (A lk  Abe l lo ,  La ina te ,  Mi lan ,  l ta ly )

o f  the  fo l low ing  a l le rgens :  house dus t  mi tes ,  g rasses ,

par ie ta r ia ,  ca t  dander ,  dog dander ,  b i rch ,  o l i ve ,  rag-

weed, mugworth , Alternaria and Cladosporium' Tests

were  car r ied  ou t  on  the  fo rearm,  us ing  pos i t i ve

(h is tamin  e  1%l  and negat ive  (sa l ine)  cont ro ls  fo r  com-

par ison. The resul ts were expressed as the mean of

the major diameter (  Dr + D2l2l  of  the wheal .  React ions

greater than 5 mm. were considered posi t ive.

> PFT were performed by a computer ized spirometer
(Master lab Yaeger,  Wurzburg,  Germany) associated to

MCh cha l lenge in  the  cont ro l  pa t ien ts  in  the  same per -

iod  o f  the  year  (November  to  February ) .  A  dos imeter

(Yaeger,  Wurzburg,  Germany) act ivated by the inhala-

tory ef for t  was used and increasing doses of  MCh

were  admin is te red :  30-60-120-240-390-690-1290

micrograms (pg) The test  was considered posi t ive
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Figure 1 :  Study des ign.  (A) :  in termi t tent  rh in i t is  group;  (B) :  pers is tent  rh in i t is  group;  (c) :  rh in i t is  w i th  in termi t tent /mi ld  pers is-

t en t  as thma  g roup ;  D rug  ( * ) :  o ra l  an t i - h i s tam ine i  +  t op i c  nasa l  s te ro ids ;  D rug  i * " ) : o ra l  an t i - h i s tam ines  +  t op i c  nasa l  and  b ron -

ch ia l  s tero ids + -2  shor t - -act ing on demand;  SIT (*** ) :  LNIT = 98 pz. ;  SLIT = 464 pz;  SCIT = 64 pz '
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(MCh+)  i f  the  dose caus ing  a  fa l l  o f  20% o f  FEVl  was
equa l  o r  less  than 1290 mg.  Pat ien ts  w i thout  c l in ica l
ev idence o f  as thma and negat ive  MCh cha l lenge
(MCh-)  were  cons idered pure  rh in i t i cs ;  pa t ien ts  w i th
negat ive  c l in ica l  ev idence o f  as thma and pos i t i ve  MCh
cha l lenge (MCh+)  were  cons idered a f fec ted  bv  bron-
chial  hyperreact iv i ty;  pat ients wi th recurrent episodes
of  wheez ing ,  cough or  ches t  t igh tness  (d iu rna l  o r  noc-
tu rna l )  and w i th  base l ine  bronch ia l  obs t ruc t ion  (Raw >

35% andlor Sgaw < 35o/o of theoric value) or positive
MCh cha l lenge (MCh+)  were  cons idered as thmat ics .
>  A t  the  base l ine  and a f te r  the  run- in  per iod  (  twe lve
months later)  a l l  the pat ients were instructed to f i l l  a
d ia ry  card  dur ing  the  per iod  o f  s ign i f i can t  exposure  to
t h e i r  c a u s a l  a l l e r g e n s  i n  N o r t h e r n  l t a l y  ( f r o m
November  to  February  fo r  Dermatophago ides) .  The
fo l low ing  symptoms were  cons idered:  nasa l  i t ch ing ,
sneez ing ,  rh inor rhea,  nasa l  obs t ruc t ion ,  cough,  whee-

1628 PATIENTS 567 PATIENTS 939 PATIENTS 694 PATIENTS
CONTROL GROUP (SM)  SPT INTERMITTENTSPT CONTINUATIVE SPT + SIT

SEX

M F M F M F M F

870 768 298 269 571 368 360 334

AGE RANGE 13-41 14-42 I  10-36 13-35 9-45 8-38 11-37 7-35

MEAN AGE
+ S D

23,7
+ 8,49

23,4
+ 8,31

22,2
+ 8 ,42

22,0
+ 7,65

20,3
+ 7,34

22,0
+ 7,39

20,9
+ 7,29

20,4
+ 8,00

Table 1 :  Demographic  data a t  base l ine.

o/
/o co-MoRBtLtry

WITH ASTHMA(%)

1 ) I N F E C T I V E

RHINITIS(28%l
VIRAL 1 5 26
BACTERIAL 12 1 8
OTHER INFECTIVE AGENTS 1 4

2)  ALLERGIC

RHtNIT |S (38%)

INTERMITTENT
OR
PERSISTENT

GRASSES 9 30
B I R C H  : J  I  3 1

HOTJSE DLJST

OTHER
A L L E R G E N S  1  2 1

3)ALLERGIC AND
NON ALLEHGIC
OCCUPATIONAL
RHINITIS {6%)

INTERMITTENT 2  10

PERSISTENT 4  16

4} DRUG RELATED
RHINITIS (3%)

ASPIRIN SENSITIVITY 2 27
O T H E R  D R U G S  1  1 5

5)HORMONAL
R H I N I T I S ( 1 % ) 1 3
6)  OTHER
RHINITIS f i4%I

CHEMICAL AND PHYSICAL
INFLAMMATORY AGENTS 5 2
FOODS 1 1
NARES(  NON ALLERGIC
E O S I N O P H I L I C  R H I N I T I S )  6  1 9
EMOTIONAL .  1  12
ATROPHIC .  1 2

7) IDIOPATHIC
RHINITIS f iO%\ ' l 0 i  5

Table 2 :  Rhin i t is  and asthma co-morb i l i ty :  observat iona l  eva luat ion.
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z ing  and con junc t iva l  i t ch ing / redness .  The fo l low ing

m e d i c a t i o n s  w e r e  a l l o w e d :  o r a l  a n t i h i s t a m i n e s
(Lora tad ine  or  Cet i r i z ine  10  U9,  1  tab le t /day)  top ic

nasa l  and/or  b ronch ia l  cor t i cos tero id  (  bec lometasone

d iprop ionate  250 mgr  1 -2  pu f fs  b . i .d ' ) ,  inha led  a lbu te-

r o l  ( 1 0 0  u g r  1 - 2  p u f f s  o n  d e m a n d ) .
Each symptom was scored as  0= absent ,  1=  mi ld ,2  =

modera te ,  3  =  s€Vere .  In  add i t ion ,  each dose o f  each

rescue drug  was scored as  1 .  For  each pa t ien t  the

month ly  sum o f  d rugs  +  symptoms was ob ta ined,  the

mean sum o f  the  months  in  each per iod  o f  observa-

t ion  (  four  months)  was used fo r  s ta t i s t i ca l  ana lys is '
>  S IT  was a lso  admin is te red  cont inuat ive ly  fo r  no t

less  than th ree  years  accord ing  to  the  la tes t  in te rna-

t i o n a l  g u i d e l i n e s  ( 1 0 - 1 1 ) a n d  t o  t h e r a p e u t i c  p r o t o c o l s

suggested  by  the  producer  (Ana l le rgo  s r l  -  F lo rence,

I ta ly )  bo th  fo r  subcutaneous immunotherapy  (SCIT)

a n d  f o r  l o c a l  n a s a l  i m m u n o t h e r a p y  ( L N I T )  a n d  s u b l i n -

gua l  immunotherapy  (SLIT) .

immunotherapy ,  sens i t i zed  to  o thers  perenn ia l  a l le r -

gens ,  w i th  anatomica l  abnormal i t ies  o f  the  upper  res-

piratory t ract ,  suf fer ing f rom mal ignancies or syste-

mic  immuno log ica l  d isorders ,  w i th  p regnancy ,  who

used beta-blockers or cort icosteroids for  long- last ing

per iods ,  w i th  lung and/or  hear t  and/or  neuro log ic

diseases were excluded from this study. Moreover,

only the pat ients wi th intermit tent  or  mi ld persistent

as thma were  enro l led  in  th is  s tudy  accord ing  to  GINA

gu ide l ines  (12)  (w i th  FEVI  in  the  range o f  normal i t y ,

i .e .  >  79o/o  o f  ind iv idua l  theor ic  va lue) .

STATTSTIGAT ANATYSTS

Comparison between frequencies have been tested

by  F isher  Exac t  tes t  o r  Pearson Ch i -square  tes t  (14) '

The probab i l i t y  leve l  has  been computed us ing  a

comple te  randomisa t ion  method (  permuta t ion  or

T"bl" 3. lr" lr t ' ."  from rhinit is to asthma of mite-posit ive rhinit ics patients fol lowing a three year treatment, considering

both the durat ion and sever i ty  o f  the in i t ia l  patho logy ( rh in i t is ) .

THERAPY EVOLUTION Total x2 df PMonreCarlo

RH lN lTlS : HYPE R-REACTIVITY ASTHMA

INTERMITTENT SPT N
%

1 5 5
3 1 . 9

209
43,0

122
25.1

486
1 0 0

2 3 . 8 1 5 2 < 0 .001

CONTINUATIVE SPT N

%

327
39,7

286
34,7

211
25,6

824
100

25.197 2 < 0 .001

CONTINUATIVE SIT N
%

495
78,9

8 1
12,9

5 1
8 , 1

627
100

589.206 2 < 0 .001

Overal l  N
o/
/o

977
50,4

576
29,7

384
1 9 , 8

1937
100

312.2754 < 0 .001

INTERMITTENT SPT

CONTINUATIVE SIT

CONTINUATIVE SIT

VS CONTINUATIVE SPT

INTERMITTENT SPT

CONTINUATIVE SPT
VS

VS

17.118

639.172
404.090

2
2
2

< 0 .001
< 0 .001
< 0 .001

Table 4: prevention of the evolut ion to asthma of mite-posit ive rhinit ics patients fol lowing a three year treatment:

comparison between intermittent SPT, continuative SPT, and continuative SlT. Chi-square test results are reported.

Light ModeratelSevere

N % N %

Intermit tent Rh in i t i s
Hyper-reactivity
Asthma
TOTAL

X2 =  41 .603

94
37
33
164

d î = 2

14.2
5 .6
5.0

63
1 0 1
8 1
245

7 . 4
1 1 . 8
9 .5

P"*u., < 0.001

Persistent Rh in i t i s
Hyper-reactivitY
Asthma
TOTAL
X2 = 71.011

1 9 5
176
1 2 7
498

d f = 2

29.5
26.6
19.2

1 1 4
219
271

6 1 0

13.3
25.6
32.4

Po,,"t( 0.001

lntermit tent  vs Persistent l ight  rh in i t is X2 = 23.254 d f = 2 P"*act < 0.001

lntermittent vs Persistent moderate/severe rhinit is X2 = 16.632 d f = 2 P"*.., < 0.001
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exac t  t es t ;  Pe "ac t  )  o r  by  a  Mon te  Ca r l o  (15 )  s imu la t i on
based  on  a  10 ,000  samp led  t ab les  (  PMon te  ca r ro  )  whe î
compu ta t i on  was  no t  poss ib l e .  The  t ype  I  e r ro r  ( o )  has
been  se t  a t  t he  0 .01  l eve l .Mu l t i p l e  compar i sons  o f  f  r e -
quenc ies  we re  t aken  i n to  accoun t  by  co r rec t i ng  t he  a
l e v e l  u s i n g  t h e  D u n n - S i d a k  s i g n i f i c a n c e  l e v e l  c o r r e c -
t i o n  m e t h o d : a ' =  1 -  ( 1 - o ' l 1 t k ,  w e r e  k  i s  t h e  n u m b e r  o f
compar i sons  (14 ) ;  i n  ou r  case ,  compar i ng  t he  e f f ec t  o f
t he  3  d i f f e ren t  t he rap ies  on  t he  evo lu t i on  o f  t he  rh i n i t i s ,
the new s ign i f icance leve l  was set  to  (x '=  0 .003.

RESUTTS

In  the  s tudy  des ign  4830 pa t ien ts  were  eva tua ted  rn
the  per iod  1  January  1987-1  December  2002.  4051
pat ien ts  conc luded the  fo l low-up (779 drop-outs ) :
.  1936 pa t ien ts  w i th  Dermatophago ides  a l le rg ic  rh in i t i s

(R)  w i th  poss ib le  assoc ia t ion  o f  as thma (R+A) ,  poor ly
responsive to convent ional  drug therapy af ter  a twel-
ve-month observat ional  per iod (c l in ical  ef f icacy <50..
compared to  base l ine)  were  subd iv ided as  fo l lows :
486 pat ients were suffer ing f rom intermit tent  rh in i t is
(Group A)  and 824f rom pers is ten t  rh in i t i s  w i thout  co-
exist ing asthma were treated for the fo l lowing thir ty-
s ix months only wi th t radi t ional  drug therapy, whe-
reas 626 pat ients (Group C) (32.3%) with persistent
rhini t is  and bronchial  hyperreact iv i ty and/or intermit-
tent  or  mi ld-persistent asthma received pharmaco-
therapy  p lus  spec i f i c  immunotherapy  (S lT) .

F

z
trJ

U
uJù*

In lermi t túr t  5Fî  SFT $FT + SIT

THERAPY

Figure 2: Cl inical evolut ion of rhinit ics patients posit ive to mite,
su bm it ted to occasiona I i  nterm it tent Sta nda rd pha rmacolog ica I
Therapy, continuous Standard Pharmacological Therapy, and
to continuous Standard Pharmacological Therapy + SlT. Black
str ipe = rhinit ics; grey str ipes = hyper-reactive; white str ipes =
asthma. In f igure are also reported the results of the pearson
chi -square test  to  compare evo lu t ion o f  rh in i t is  fo l lowing the
different therapies. Chi square test results are reported: *
= PMontecar ro  <  0 .05 ;  xx  =  PMont "cur ;o  <  0 .01 ;  xxx  =  PMonteg" r ro  <  0 .001;
ns = not signif icant.
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.  2115  pa t i en t s  w i t h  house  dus t  m i t e  rh i n i t i s  o f  wh i ch
1 5 1 7  h a d  p u r e  r h i n i t i s  (  R  ) ,  w h e r e a s  5 9 g  o f  t h e m
(27%)  we re  a l so  a f f ec ted  by  as thma  (R+A) .  I n  t he  f o l -
l ow ing  t h i r t y - s i x -mon th  pe r i od  t he  g roup  o f  pu re
rh in i t i c s  was  eva lua ted  t o  assess  t he  na tu ra l  deve -
l opmen t  o f  a l l e rg i c  march  i ndependen t l y  o f  poss ib l e
the rap ies  ( spo rad i c  non -con t ro l l ed  se l f -med i ca t i on ) .

Re fe r r i ng  t o  t he  c l i n i ca l  end -po in t s  t he  f o l l ow ing
remarks  can  be  made :
>  A t  base l i ne ,  t he  p reva lence  o f  as thma ,  a l so  i n  t he
fo rm  o f  on l y  aspec i f i c  hype r reac t i v i t y  (H )  was  equa l  t o
30% (1449 patients out of 4830) of the patients that
had  been  eva lua ted  a t  t he  t ime  o f  en ro l l i ng .
>  A f t e r  t h i r t y - s i x  mon ths  t he  i nc i dence  o f  as thma  as
rh in i t i s  co -morb i l i t y  i n  1517  pa t i en t s  w i t h  i n i t i a l  pu re
rh in i t i s  was  o f  34 .14% (518  pa t i en t s  ou t  o f  1517 ) :  t he
inc idence  o f  aspec i f i c  b ronch ia l  hype r reac t i v i t y  was
o f  35 .13% (533  ou t  o f  1517  pa t i en t s )  ( t ab le  3 )  i r r espec -
t i ve  o f  t he  t he rap ies  rece i ved .  (Se l f -med i ca t i on ) .
>  The  en t i t y  o f  r h i n i t i s  seemed  to  i n f l uence  t he  evo -
l u t i on  o f  t he  pa tho logy  bo th  i n  case  o f  pe rs i s ten t  and
in te rm i t t en t  r h i n i t i s  ( t ab le  3 ) .
>  As far  as the ef f icacy o f  therap ies is  concerned,  the
con t i nua t i ve  S IT  showed  a  s i gn i f i can t  h i ghe r  r educ -
t i on  i n  evo lu t i on  o f  hype r reac t i v i t y  and  as thma  than
in te rm i t t en t  o r  con t i nua t i ve  SPT  ( t ab le  a l  f f i g . 2 ) .
>  The  f u r t he r  compar i sons  o f  evo lu t i on  o f  r h i n i t i s  i n
se l f -med i ca ted  pa t i en t s  and  i n  pa t i en t s  submi t t ed  t o
SPT  ( f i g .  3 ) ,  showed  s i gn i f i can t  d i f f e rences  o f  evo lu -
t i on  bo th  f o r  i n te rm i t t en t  r h i n i t i c s  (X2=14 .818 ;  d î  =  2 ;
P ' , ' : ^ t e  gu r l o  <0 .001 )  and  con t i nua t i ve  ones  (X2  =  90 .123 ;
d f  =  2 ;  PMon te  ca r to  <  0 .001 ) ;  t hese  d i f f e rences  i n  t he
f i r s t  g roup ,  semm to  depend  en t i r e l y  on  a  c l ea r  dec re -
men t  i n  t he  f r equency  o f  evo lu t i on  t o  hype r rea t i v i t y
as  f a r  as  t he  i n te rm i t t en t  r h i n i t i c s  a re  conce rned .  wh i l -

F l i
2

U
ù 2 i

1F)

:. fr Ìr f lEÉ.tf f f lENT c0Àîtt luAll . , . iE+spf gMtnl l f l t luAffyÉ

TREATIìIENTS

F igu re  3 :  Compar i son  be tween  S tandard  Pharmaco log ica l
Therapy (SPT i  a n d se l f -med icat ion (SM )  i  nterm i t tenVcont inuat ive
rhin i t ics in a long term t3 years)  observat ional  study.  ln f igure are
also reported the resul ts of  the Pearson chi-square test  to compa-
re evolut ion of  rh in i t is  fo l lowing the di f ferent  therapies.  Chi  squa-
re test results are reported: * = P^ronr.cu,o < 0.05; ** = Pron,"..,,o
< 0.01;  xx* = Pn.,c^te6u, ,o < 0.001;  oS = r lot  s igni f icant .  Black str ipe =
rhinitics; grey stripes = hyper-reactive; white stripes = asthma.



s t  f o r  pe rs i s ten t  r h i n i t i c s  i t  seems  to  be  absc r i bab le  t o

the  l owe r  evo lu t i on  i n to  as thma  i n  t r ea ted  pa t i en t s .

A c t u a l l y ,  n o  s i g n i f i c a n t  e v o l u t i o n  i n t o  a s t h m a  i s

no tab le ,  ne i t he r  i n  i n te rm i t t en t  r h i n i t i c s ,  no r  i n  t he

con t i nua t i ve  ones .

These  da ta  on  t he  o the r  hand  s t ress  t he  impo r tance  o f

a  con t i nua t i ve  pha rmaco the rapy  espec ia l l y  when  the

c a u s a l  a l l e r g e n  i s  p e r e n n i a l ,  s i n c e  t h e  c l i n i c a l  s y m p -

t o m s  o f  t h i s  s y s t e m i c  i m m u n o l o g i c  d i s o r d e r  c a n  b e

be t te r  eva lua ted  t h rough  an  accu ra te  con t ro l  o f  a l l e r -

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

tha t  b ronch ia l  hype r reac t i v i t y  evo l ved  i ndependen t l y

o f  as thma ,  no tab l y ,  i n  i n te rm ì t t en t  r h i n i t i c s  i t  pa ra -

d o x i c a l l y  i m p r o v e s  i n  t h e  s e l f - m e d i c a t e d  c o n t r o l

g roup  as  compared  t o  t hose  pa t i en t s  who  rece i ved

s tanda rd  p ro toco l .  Pe rs i s ten t  r h i n i t i c  pa t i en t s  do  no t

s h o w  a n y  i m p r o v e m e n t  w i t h  m a s s i v e  t h e r a p y  a s

c o m p a r e d  t o  t h e  s e l f - m e d i c a t e d  c o n t r o l l e d  o n e s .

DTSCUSSION

T h e  a l l e r g i c  m a r c h  t h a t  a p p e a r s  i n  t h e  e a r l y  c h i l d h o o d

a s  a  s k i n  d i s e a s e  ( a t o p i c  d e r m a t i t i s t  a n d  t h e n  d e v e -

l ops  i n to  resp i ra to r y  t r ac t  d i sease  w i t h  rh i n i t i c  and

as thma t i c  symp toms  (16 )  r ep resen ts  t he  na tu ra l  evo -

l u t i on  o f  a top i c  d i sease .

A t  p resen t  t he  p reven t i on  o f  t he  onse t  o f  t he  march  i s

no t  a  ve ry  rea l i s t i c  a im ,  howeve r  t he rap ies  a re  ava i -

l a b l e  t o  h i n d e r  a n d ,  p o s s i b l y ,  t o  s t o p  i t '

E T A C  s t u d y  ( 1 7 )  p r o v e d  t h a t  i n  s u b g r o u p s  o f  c h i l d r e n

w i t h  h o u s e  d u s t  m i t e  a n d  g r a s s  a l l e r g y  w h o  w e r e

a d m i n i s t e r e d  c e t i r i z i n e  t h e y  w e r e  m u c h  l e s s  l i k e l y  t o

d e v e l o p  a s t h m a  ( b u t  n o t  i n  t h e  t o t a l  g r o u p )  t h a n  c h i l -

d ren  who  rece i ved  a  p lacebo - the rapy .

A t  p resen t  spec i f i c  immuno the rapy  (S lT )  i s  cons ide red

as  t he  more  su i t ab le  t he rapy  t o  mod i f y  t he  na tu ra l  h i s -

t o r y  o f  a l l e rg i c  d i sease  (18 )  a t  va r i ance  w i t h  d rugs .

l n  a  c l i n i ca l  ped ia t r i c  s tudy  on  210  ch i l d ren  obse rved

u n t i l  t h e y  w e r e  1 6  y e a r s  o l d  a n d  p u b l i s h e d  a s  e a r l y  a s

1968  Johns ton  and  Du t ton  p roved  t ha t  t he  i nc i dence

o f  as thma  a t  t he  end  o f  t he  obse rva t i on  pe r i od  was  o f

28% in  pat ients  t reated wi th  SIT but  i t  increased to

7 8 % i n  p l a c e b o  c o n t r o l  g r o u p  ( 1 9 ) .  M o s t  o f  t h e  d o u b l e

b l i nd  p lacebo  con t ro l l ed  s tud ies  re fe r  t o  subcu taneous

immunotherapy (SCIT)  \20,21,22\ '  Of  the two a l ternat i -

ve  immuno the rapy  rou tes  (  i . e .  l oca l  i n t r anasa l  immu-

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

(SLIT))  the most  successfu l  is  SLIT.  A recent  rev is ion

(Cochrane L ibrary  2003)  (23)  def in i te ly  demonst ra ted

SL IT  e f f i cacy  i n  r educ ing  c l i n i ca l  symp toms  and  d rug

uptake in  rh in i t ic  pat ients .  l t  a lso improved c i tomor-

pho log i ca l  and  b io l og i ca l  mo lecu la r  aspec t s  o f  nasa l

immuno f l ogos i s :  S IT  i s  t he  on l y  t r ea tmen t  capab le ,  as

a  b io l og i ca l  r esponse  mod i f i e r ,  t o  s top  t he  a l l e rg i c

march  (20 ,21 ,  22 )  wh i l s t  pha rmaco the rapy  i s  no t  ab le

to  p revent  the  onset  o f  new a l le rgen sens i t i za t ion .  l t s

prevent ive ef f icacy towards new sensi t izat ions plays a

key- ro le  in  the  a l le rg ic  march  cont ro l  (24 ,  25 ,  26 ,  27 ,

2B l .  Fur thermore ,  S IT  main ta ins  i t s  c l in ica l  e f f i cacy

even many years (3 to 5) af ter  i ts discont inuat ion,  as

conf i rmed by several  recent studies (29, 30, 31) '

Therefore, if SIT clinical efficacy is proved by several

double-bl ind placebo control led studies,  i t  must be

admit ted that th is type of  studies shows l imi ts when SIT

real  impact is studied on large populat ions of  pat ients

in real- l i fe set t ing. ln such studies pat ients are t reated for

a short  per iod (rarely for  1 to 2years and never for  lon-

ger per iods).  Moreover,  pat ients are careful ly selected

and have homogeneous sensi t izat ion (only monosensi-

t ized pat ients are general ly enrol led).  Due to the said

factors these studies do not correspond to everyday cli-

n ical  pract ice.  The problems st i l l  exist ing about SIT can-

not be solved by these studies ( for  example i ts ideal

durat ion,  s ince at  present i t  is  normal ly delayed for 3 to

5 years and more).  l t  is  therefore necessary to randomi-

ze placebo-control led t r ia ls in addi t ion to observat ional

studies in real  l i fe on large populat ions of  pat ients to get

more real ist ic informat ion on cl in ical  ef f icacy,  adheren-

ce and safety of the treatment.
The resul ts of  th is study show that pat ients wi th a

marked ly  severe  in i t ia l  rh in i t i s  a re  more  l i ke ly  to  deve-

lop  as thma:  p rognos is  i s  wors t  in  pers is ten t  rh in i t i cs

than in  in te rmi t ten t  ones  and in  severe-modera te

cases  than in  mi ld  ones(Tab.3) '  Pa t ien ts  a t  r i sk  w i l l  be

accord ing ly  fo l lowed-up in  A l le rgy  Un i ts  more  f re -

quent ly  and the  bes t  therapeut ic  resources  w i l l  be

used ( i .e .  spec i f i c  immunotherapy  assoc ia ted ,  i f  nee-

ded,  to  s tandard  pharmacotherapy) .

S IT  must  be  cons idered as  the  on ly  t rea tment  capab le

o f  mod i fy ing  the  na tura l  h is to ry  o f  a l le rg ic  march ,  as

is  no t  the  case w i th  d rugs  admin is te red  w i th  s tandard

pro toco l  ( tab le  4 , f ig .2 )  and drugs  used by  pa t ien ts  on

d e m a n d  ( f i g .  3 ) .
ln  severa l  European count r ies  ( l ta ly  inc luded)  non-

in jec t i ve  immunotherapy  is  more  used than t rad i t iona l

subcutaneous rou te .  Th is  s tudy  imp l ic i t l y  p roves  the

eff icacy of  non- in ject ive SIT; as a matter of  fact ,  accor-

d ing  to  therapeut ic  dec is iona l  t ree  adopted  in  our

Al lergic Uni t  (32),  464 pat ients studied received sub-

l ingua l  immunotherapy  04 '1%l  whereas  98  pa t ien ts

(15J%)  were  t rea ted  w i th  in t ranasa l  immunotherapy

for a total  of  89.8% of pat ients who received non- in jec-

t i ve  S IT  aga ins t  subcutaneous rou te  (10 '2%) :

As seen above, bronchial  hyperreact iv i ty evolves inde-

pendent ly of  asthma. l t  must be consequent ly conside-

red a r isk factor in the onset of  asthma and not i ts pre-

dominant cause. What is more, the evolut ion f rom pure

rhini t is  into bronchial  hyperreact iv i ty is independent of

the mode of  using drugs ( intermit tent ,  sporadic and

persistent administrat ion) and this is a fur ther conf i r -

mat ion that drugs cannot control  the al lergic march'
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A fea ture  o f  the  present  s tudy  is  the  absence o f  immu_
no log ica l  eva lua t ions  (spec i f i c  and to ta l  lgE,  lgG,  e tc . )
and o f  p lacebo-  t rea ted  group.  In  fac t ,  th is  i s  an  open
observa t iona l  s tudy  on  a  la rge  number  o f  ou tpa t ien ts
who came to  our  a l le rgo log ica l  serv ice  and submi t ted
to  d iagnos is  (based on  sk in -pr ick  tes t ,  sp i romet ry  and
methacho l ine  bronch ia l  p rovocat ion  tes t )  and thera-
peut ic  reg imens in  s t r i c t  accordance to  s tandard  f low
char t  and mon i to red  fo r  a  3 -year  per iod .
Final ly,  a placebo-ef fect  of  30% ca. (33) can be expec_
ted  f rom the  c l in ica l  ou tcomes (symptom scores ,  qua_
l i t y  o f  l i fe  schedu les ,  e tc . )  in  pa t ien ts  rece iv ing  SIT  in
add i t ion  to  d rugs .  The cho ice  o f  the  pu lmonary  func_
t ion  tes t  as  the  main  parameter  o f  judgement  in  th is
s tudy  a imed a t  avo id ing  a l l  poss ib le  in te r fe rence o f
placebo-effect.
The resu l ts  o f  th is  open observa t iona l  s tudy  on  para l_
le l  g roups  o f  pa t ien ts  t rea ted  w i th  immuno log ic  tne_
rapy  (s l r )  and lo r  non immuno log ic  therapy  (s tandard
pharmacotherapy)  ind ica ted  tha t  in  everyday  c l in ica l
p rac t ice  s l r  ac ts  as  a  b io log ica l  response mod i f ie r
s topp ing  a l le rg ic  march ,  wh i rs t  d rug  proved i t s  ine f f i -
cacy in th is respect.
The fo l low-up o f  a  cont ro l  g roup tha t  rece ived non_
cont ro l led  se l f -med ica t ion  a lso  shows tha t  rh in i t i s  i s  a
predisposing factor of  asthma direct ly proport ional  to
i ts in i t ia l  sever i ty.
In  conc lus ion ,  the  rh in i t i c  pa t ien ts  must  be  submi t ted
as  ear ly  as  poss ib le  to  spec i f i c  immunotherapy  asso_
c ia ted  to  s tandard  pharmaco log ica l  t rea tment .
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