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SUMMARV
Backgroung:  Despi te  the benef i ts  o f  spec i f ic  immunotherapy (S lT)  be ing c l in ica l ly  wel l  documented for  a l le rg ic  d iseases,

new lgE spec i f ic i t ies  to  SIT ext ract  a l le rgens could  be induced dur ing the t reatment .  The authors  eva luated these changes in
patients al lergic to Hymenoptera.

Methods: Six patients al lergic to Hymenoptera venom were included in the study. Specif ic lgE {slgE) levels determination
and lgE immunoblots to Apis mell i fera, Vespula spp. and Polistes spp. venom were performed before and after one year of SlT.

Resul ts :  A l l  pat ients  had s lgE leve ls  reduct ion,  a f ter  the f i rs t  year  o f  t reatment ,  except  one in  whom there was an increase
in  s lgE leve ls  to  Apis  mel l i fe ra  venom, and two pat ients  that  mainta ined a s imi lar  va lue for  Vespula  spp.venom s lgE before
and af ter  one year  o f  t reatment .
The immunoblot  ana lys is  revealed that  most  o f  the bands detected before beginn ing SlT,  decreased in  in tens i ty  or  d isappea-
red af ter  one year  o f  t reatment .  3 /6  pat ients  developed new lgE spec i f ic i t ies  to  venom ext racts :  one pat ient  to  the venom a l ler -
gens in  the t reatment ,  o ther  pat ient  to  a l lergens in  o ther  venom and another  pat ient  to  both.  Af ter  one year  o f  t reatment  one
of  these pat ients  to lera ted a f ie ld  s t ing by the cor responding insect .  The newly  recognised prote ins were a l l  minor  a l lergens.

Conclus ion:  These resu l ts  conf i rm that  s lgE leve ls  tend to  reduce dur ing S lT,  and the bands ident i fy ing some a l lergens in
the b lo t  tend to  decrease or  d isappear .  Nonethe less venom SIT can be respons ib le  for  the induct ion o f  new sens i t isa t ions to
other  venom a l lergens,  apparent ly  wi thout  c l in ica l  re levance.
Key'wordsl New lgE specificities - Specific immunotherapy - Vespula, Apis meltifera, Polistes.

IilTRODUGTIOIU

pec i f i c  immuno the rapy  (S lT )  i s  a  h i gh l y  e f f ec -
t i ve  t r ea tmen t  f o r  a l l e rg i c  d i seases  i n  se lec ted
pat ien ts  w i th  sens i t i v i t y  to  one a  l im i t ed

n u m b e r  o f  a l l e r g e n s  . 1 ,  2 1 .  l t s  e f f i c a c y  i s  c l i n i c a l l y

o r
i s

w e l l - d o c u m e n t e d  i n  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
d u e  t o  i n h a l a n t  a l l e r g e n s  ( 2 )  a s  w e l l  a s  i n  a l l e r g y  t o
Hymenopfera venom (3).  lmmunotherapy provides
long-term benef i t  for  at  least  several  years af ter  d is-
cont inuat ion  (4 ,5 )  and i t  has  been shown to  mod i fy
the  na tura l  h is to ry  o f  a l le rg ic  d isease (6 )  as  we l l  as  to
prevent  the  onset  o f  new sens i t i za t ions  (7 ) .  The a im o f
S I T  i s  t o  i n d u c e  i m m u n o l o g i c a l  t o l e r a n c e  a g a i n s t  t h e
a d m i n i s t e r e d  a l l e r g e n  ( 2 ) .  T h e  m e c h a n i s m s  u n d e r -
ly ing  th is  e f fec t  a re  no t  fu l l y  unders tood and are  s t i l l
under  inves t iga t ion .  Dur ing  the  t rea tment ,  there  is  an
increase in  a l le rgen spec i f i c  lgG produc t ion ,  par t i cu-
lar ly the lgG4 isotype (8-10),  Af ter  a t ransi tory increase
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of  a l le rgen spec i f i c  lgE,  o f ten  repor ted  dur ing  the
ear ly  phase o f  S lT ,  i t  decreases  th roughout  t ime
( 1 1 - 1 3 ) .  T h e  i m m u n o l o g i c a l  m e c h a n i s m  b e h i n d  t h e
in i t ia l  inc rease o f  spec i f i c  lgE is  no t  known,  bu t  e leva-
ted  lL -4  p roduc t ion  by  T  ce l l s  dur ing  the  ear ly  phase
o f  S I T  h a s  b e e n  r e p o r t e d  ( 4 , 1 5 1 .  l m m u n o t h e r a p y
c h a n g e s  t h e  a l l e r g e n - s p e c i f i c  T  c e l l s  c y t o k i n e  p r o f i l e
f r o m  T h 2  t o  T h 1  ( 1 6 - 1 9 )  a n d  r e d u c e s  t h e  T  c e l l  p r o l i -
fe ra t i ve  response to  a l le rgens  (16 ,  18 ,  20-22) .  More
recent ly ,  the  induc t ion  by  SIT  o f  lL -10  produc ing  T
ce l l s ,  wh ich  migh t  be  regu la to ry  T  ce l l s ,  was  ev iden-
ced Q3-25).  Despi te al l  these benef i ts,  some studies
have shown that SIT did not exert  any prevent ive
effect  against  de novo sensi t izat ion to other al lergens
(26,27 l ,  and new lgE spec i f i c i t ies  to  S IT  ex t rac t  a l le r -
g e n s  c o u l d  b e  i n d u c e d  d u r i n g  i m m u n o t h e r a p y
(11,22 ,28 ,29) .  In  some pat ien ts ,  these lgE leve ls  a re
low w i th  c l in ica l  re levance unknown (29) ,  bu t  in  o ther
pat ien ts  the  leve ls  can be  h igh  and e l i c i t  o ther  a l le r -
g ies  (28) .  The appear ing  o f  new lgE spec i f i c i t ies  in
pat ients on Vespid venom SlT, by means of  RAST
absorp t ion  assays  was prev ious ly  descr ibed (30) .  The
aim of th is study was to assess by Western blot  tech-
n ique,  the  changes in  venom spec i f i c  lgE reac t iv i t ies
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to Apis mell ifera, Vespula spp. and Polistes spp.

venoms o f  pa t ien ts  a l le rg ic  to  Hymenoptera  a f te r  one

y e a r  o n  v e n o m  i m m u n o t h e r a P Y .

METHODS

I  Study design: The sera f rom pat ients al lergic to

Hymenopfera venom were analysed by means of

bo th  spec i f i c  lgE leve l  de termina t ion  and western  b lo t

analysis before and af ter  one year of  t reatment wi th

Hy m e n o pte ra v enom extract'

I Patients: Six patients (3 female, 3 male; age 19-51

years old, mean 43 * 12yearsl, allergic to Hymenoptera

venom were included in the study. Three of  them, al ler-

gic to honeybee (P1,P2 and P3),  underwent Apis mel l i -

fera venom SIT (Albay/Stallergens); the other three

pat ients,  a l lergic to yel low jacket (P4, P5 and PG),  under-

went Vespula spp. venom SIT (Albay/Stallergens), accor-

ding to a rush protocol .  They al l  reached monthly 100p9

maintenance dose and al leged not having suffered any

f ie ld bi te dur ing t reatment (Table 1) '

I  Venom skin tests:  Skin pr ick tests (SPT; concentra-

t ion :  10pg/ml )  and in t radermal  sk in  tes ts  ( lDT;  concen-

t ra t ions :  0 .1ng/ml  -  1 ; rg lml )  were  per fo rmed us ing

commerc ia l l y  ava i lab le  ex t rac ts  (ALK Abe l ló )  in  a l l

pat ients,  before start ing SlT.  IDT being performed

whenever  the  SPT showed negat ive  (whea l  d iameter

<  3mm above the  negat ive  cont ro l )  and were  cons i -

dered  pos i t i ve  fo r  a  whea l  d iameter  >  Smm above the

negat ive  cont ro l .

I  Speci f ic  lgE level  determinat ion:  Speci f ic  lgE (s lgE)

levels determination to Apis mell ifera, Vespula spp-

and Pol istes spp. venom were performed before and

af te r  one year  o f  t rea tment ,  u t i l i s ing  the  Un iCAP@

i m m u n o a s s a y  s y s t e m  ( P h a r m a c i a  D i a g n o s t i c s )  a c c o r -

d i n g  t o  t h e  m a n u f a c t u r e r ' s  i n s t r u c t i o n s .  T h e  c u t  o f f

v a l u e  o f  t h e  a s s a y  w a s  0 . 3 5  K U / L .

I  Western  b lo t  ana lys is :  lgE immunob lo ts  to  Ap is

mellifera, Vespula spp, and Polistes spp. venom were

performed before and af ter  one year of  t reatment,

w i th  the  AIaBLOT@ spec i f i c  lgE tes t  sys tem accord ing

to  the  manufac turer ' s  ins t ruc t ions  (DPC@ Diagnost ic

Produc ts  Corpora t ion) .  The immunob lo t  bands  were

determined by  a  combina t ion  o f  v isua l  and computer

based eva lua t ions .  lmmunob lo ts  were  scanned and

eva lua ted  qua l i ta t i ve ly  and semi -quant i ta t i ve ly  by

means of  densi tometry to detect  the bands. By mea-

sur ing  the  d is tance o f  each band f rom the  dye  f ron t ,

the  molecu la r  we igh ts  (MW) o f  the  ex t rac t  compo-

nents  were  ca lcu la ted  accord ing  to  a  fo rmula  us ing

m o l e c u l a r  m a s s  m a r k e r s  r a n g i n g  f r o m  1 4  t o  2 0 0  k D a '

RESULTS

I  l gE  l eve l s :  I n  gene ra l  a l l  pa t i en t s  had  s l gE  l eve l s

reduct ion a f ter  the f i rs t  year  o f  t reatment ,  except  P6 in

whom the re  was  an  i nc rease  i n  s l gE  l eve l s  t o  Ap i s

me l l i f e ra  venom,  and  P3  and  P4  tha t  ma in ta ined  a

s im i l a r  va lue  f o r  Vespu la  spp .  venom s lgE  be fo re  and

a f te r  one  yea r  o f  t r ea tmen t  ( t ab le  2 ) .

IMMUIUOBLOT AIUALYSIS

Be fo re  t he  t r ea tmen t  a l l  t he  pa t i en t s  se ra  recogn i sed

a 16 kDa prote in  in  the Apis  mel l i fe ra  b lo t ,  a  prote in

w i t h  a  MW s im i l a r  t o  t ha t  o f  phospho l i pase  A2 '  F i ve

pat ients  sera detected a 23 kDa prote in  in  the Vespid

IDT+ for A. mel A. mellifera

IDT+ for A. mel A. mellifera

IDT+ for A. mel : A. mell ifera

32 ST+ for VesP VesPula sPP'

564 
. 

RA , IDT+ for VesP VesPula sPP'

3BO IDT+ for VesP VesPula sPP.

Patient 
' 

S"* , ng" , Hymenoptera , fUùltet Total lgE Atopic Skin Venom extract

nr ' 
lút 

'  '  
allergy : class (31) (Ullml) status l tests 2 for SlT

1 M : 19 
" 

A. mell ifera , lV 396

2 M , 45 , A. mellifera . lV 56

3 F I 49 : A. mellifera r lV 97

4 F 
" 

49 ', VesPula sPP' , lV

b 
, 

M 
' 47 ; Vespula tpp. ,, lll

6 : X4 , 51 : Vespula sPP. ' lll

Table 1: Demographic and immunological data of the patients included in the study'

1 :  A top i c  s ta tus  -  I nd i v i dua l  h i s to r y  o f  a l l e rg i c  r h i n i t i s  iR ) ,  a t l e rg i c  con junc t i v i t i s  (C ) ,  a top i c  de rma t i t i s  (AD)  o r  a l l e r -

g i c  b ronch ia l  as thma  (A ) .  -  no  i nd i v i dua l  h i s to r y  o f  a top i c  d i seases .
2:  SpT -  sk in  pr ick  tes t ;  IDT -  in t ra-dermal  tes t ;  ST -  SPT and IDT;  +  -  pos i t ive ;  A.  mel  -  Ap is  mel l i fe ra ;Yesp -

Vespula spp.
Al l  the pat ients  had pos i t ive  IDT for  the cor respondent  venom at  the concent ra t ion 0 .1  ng/ml '
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b lo t s ,  a  p ro te in  w i t h  MW s im i l a r  t o  t ha t  o f  an t i gen  5 .
P ro te ins  w i t h  MW s im i l a r  t o  t ha t  o f  t he  o the r  ma jo r
venom a l l e rgens  we re  l ess  f r equen t l y  r ecogn i sed
( 3 2 ) .  A l l  t h e  p a t i e n t s  h a d  s l g E  t o  o t h e r  a l l e r g e n s  w i t h
MW in  t he  range  o f  m ino r  a l l e rgens ,  excep t  P4  t ha t
h a d  o n l y  s p e c i f i c  l g E  a n t i b o d i e s  t o  a  p r o t e i n  w i t h  1 6
kDa for  Apis  mel l i fe ra  venom and two pat ients  a l ler -
g i c  t o  honeybee  tha t  had  on l y  s l gE  to  p ro te ins  w i t h  23
kDa  and  35  kDa  fo r  Po l i s t es  venom.  Tab le  3  summa-
r i z e s  t h e  b l o t  a n a l y s i s .

The  l gE  spec i f i c i t i es  t o  va r i ous  a l l e rgens ,  changed
dur ing SlT,  Most  o f  the bands detected before begin-
n ing  S lT ,  dec reased  i n  i n tens i t y  o r  d i sappea red  a f t e r
one  yea r  o f  t r ea tmen t .  The  p ro te ins  w i t h  MW s im i l a r
t o  ma jo r  a l l e rgens  we re  i nc l uded  i n  t h i s  g roup ,  excep t
f o r  P6  i n  whom s lgE  to  a  p ro te in  w i t h  16  kDa  rose  i n
the  Vesp id  b l o t s  and  s l gE  to  p ro te ins  w i t h  23  kDa  and
44 kDa rose in the Polistes blot.  Three out of six
pat ients  developed new lgE spec i f ic i t ies  to  venom
ex t rac t s .  One  o f  t hem,  t o  t he  a l l e rgens  i n  t he  venom
fo r  wh i ch  he  was  t r ea ted ;  o the r  pa t i en t ,  t o  t he  a l l e r -

Patient ', Apis mellifera
nr I Class {KU/L)

TO T1

gens  p resen t  i n  o the r  venom and  ano the r  pa t i en t  f o r

bo th  venoms  ( f i gu re  1 ) .  P1  revea led  a f t e r  one  yea r  o f

t r ea tmen t  w i t h  honeybee  venom,  a  reduc t i on  o f  a l l

the three bands detected in  the Apis  mel l i fe ra  immu-

nob lo t .  The  ana l ys i s  o f  Vespu la  immunob lo t  showed

tha t  t he  band  w i t h  47  kDa  d i sappea red  and  t h ree  new

bands  w i t h  25 ,  31  and  44  kDa  respec t i ve l y  appea red
( F i g u r e  2 a ) .  B a n d s  w i t h  M W  s i m i l a r  t o  t h e s e  n e w  o n e s
were  no t  f ound  i n  t he  o the r  b l o t s .  P5  t r ea ted  w i t h
Vespula  venom, revealed in  Apis  mel l i fe ra  immuno-

b lo t  ana l ys i s ,  t he  d i sappea rance  o f  two  bands  w i t h  12

and  44  kDa ,  t he  reduc t i on  o f  one  band  w i t h  16  kDa ,

and  t he  appea rance  o f  a  new  l gE  spec i f i c i t y  t o  an

a l l e rgen  w i t h  47  kDa  (F igu re  2b l .  The  ana l ys i s  o f
Vespula  immunoblot  showed that  a f ter  one year  o f

S lT ,  s i x  bands  w i t h  24 ,31 ,  38 ,  42 ,  43  and  92  kDa  res -
pec t i ve l y  d i sappea red ,  wh i l e  two  bands  w i t h  45  and

47  kDa  appea red  de  novo .  The  l as t  one  had  a  s im i l a r

MW to the one detected in  Apis  mel l i fe ra  immunoblot
(F igu re  2b ) .  P6  revea led  a  more  comp lex  spec i f i c  an t i -

body  pa t t e rn .  A f t e r  one  yea r  o f  t r ea tmen t  w i t h

Vespula  venom ext ract ,  there was a reduct ion o f

1  5 ( 6 2 , 4 )  4 ( 1 9 . 0 )  0 ( < 0 . 3 5 )  0 ( < 0 . 3 5 )  2
2  , ,  2  \211 2  f i .S i  O t .O.gS l  o  (<0 .35)  o
3  i 3 ( 6 . 9 )  2 ( 3 . 3 )  

' 2 ( 1 . s 1  
2 ( 1 . 8 1  2

4 ió i .o.sbt 0 (<o.àsi l  r  ió.ol  1 (0.b) 0
5  : 3 ( 7 8 )  3 ( 3 6 )  . 3 ( 1 0 . 1 )  ' 3 ( 4 : 6 )  

,
6  3 ( 1 0 . 9 )  3 ( 1 5 . 1 )  ,  4 ( 2 4 . 5 \ , 3 ( 1 6 : 7 )  i

Table 2: Specific lgE levels to Apis mellifera, Vespula
venoms be fo re  (T0 )  and  one  year  a f te r  beg inn ing  S IT  (T1 ) .

Vespula spp.
Glass (KU/L)

TO T 1

Polistes spp.
C!ass (KU./L)

TO T1
(0.96) 0 (<0.35)

i.ó.3si I-o i.o.ssr
(1 .3ó)  ì  r  to ,o l
i:ó.àsi' 'ò i.o.sst

3 ( 6 . 1 )  I  2 ( 2 . 9 1
3 ( 7 . 0 1 )  ,  3 ( 5 . 5 )
spp. and Polisfes spp,

Patient

P4

P5

Venom
extract
for  SIT

A.  me l

; ; l

3
PA?,lvl

2
PA?,M

2
PA2,M

ì
PA2- 3

PA2,H,M

5
PA2, M

t 3
, PA?/VI
, ' l
ì pnz
: - - - - ' " " '
i 1
] PA2
] i
' 

PA2
:-"-i^-'

H , M
1
M

1
M
2

A,M
6

ArHf M
3

A,PA1,M* 6

A,H,M

1 l
M,. .:.

1 l
M -..
1
M

, . . -' ..-.:..-.'.".. "ì'
1 1
t l

r r ^  4  À  t
I  n 4  t v l- - ' - :

1 a
t g

PA2 M

t "  " "

i s
!A ,PA1,H,M

6
A,l ,M '

3 2 i 3
M A,M PA,I ,M

1
A
2

A,PA1

à
A,PA1,M

3
A,M

8
A , P A 1 , H , M

2
A,M

5
A,H,M

3
A,PA1,M

1
M

1 j
A
2 l

A,PA1
3

A,PA1,M
3

A , M

3 5 :
M A,PA1,H,M .  .

2
M
4
M

Tablè 3: lmmunoblot analysis before (T0) and after one year of treatment (T'1). Al lergens with fvlw similar to the known venom al lergens were regarded
as the same proteins. The results are expressed in number of bands and below, specif ic bands for phospholipase A2 1PA2), hyaluronidase (H). phos-
pholipase A1 (PA'l) ,  antigen 5 (A) and mirorantigens ( lM).
D - Bands that have disappeared; _ - increased the intenslty; - decreased the intensity; N - new bands.
A. mel- Apis mellífera; Vesp. - Vespula sooj
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some bands and to ta l  d isappearance o f  o thers  in
immunoblot to Vespula, Polistes and Apis mellifera.
Some bands in immunoblot  to Vespula and Apis mel-
l i fera showed increased intensi ty and four new bands
w i t h  3 0 , 7 7 , 8 2  a n d  1 0 1  k D a  a p p e a r e d ,  i n  i m m u n o b l o t
to Vespula (Figure 2c).

The MW of the newly recognised al lergens di f fered
from the MW of the major known venom al lergens,
except for  P1 serum that ident i f ied a protein of  44 kDa
in immunoblot  to Vespula,  possibly the hyaluronidase.

After one year of  t reatment,  P5, that  showed new lgE
sensi t iv i t ies for  Vespula venom, to lerated a yel low
jacket  s t ing  w i th  on ly  a  loca l  reac t ion .  P6,  a l le rg ic  to
Vespula venom, to lerated a honey bee st ing despi te
an increase of  intensi ty of  some bands in Apis mel l i -
fera immunoblot.

DISGUSSION

In  th is  s tudy  we found in  a lmost  a l l  pa t ien ts  a  reduc t ion
in the venom slgE levels af ter  the f i rst  year of  t reat-
ment.  Only one pat ient  (P6) al lergic to Vespula venom,
revealed an increase in slgE levels to Apis mell ifera
venom, and two pat ients (P3 and P4) maintained a
simi lar  value îor Vespula venom slgE before and af ter
one year of  t reatment.  These f indings are in accordan-
ce with those found in l i terature.  Af ter a temporary r ise
in al lergen slgE level ,  of ten reported dur ing the ear ly
phase o f  S lT ,  i t  decreases  th roughout  t ime (11-13) .

Before t reatment al l  pat ients sera recognised a pro-
t e i n  w i t h  M W  s i m i l a r  t o  p h o s p h o l i p a s e  A 2  ( 1 6  k D a )  i n

Figure

1 7 4

1 .

Stutrìne
7"5 -

1 4 -

1 1 8  -

z v J - i

kDa

the Apis mell ifera blot. Five patients detected a pro-
te in  w i th  MW s imi la r  to  an t igen 5  Q3 kDa)  in  the
Vesp id  b lo ts .  Pro te ins  w i th  MW s imi la r  to  tha t  o f  the
other  ma jor  a l le rgens  in  honeybee venom (hya lu ron i -

dase -  44  kDa)  and in  Vesp id  venoms (phospho l ipase

A1 -  34-35  kDa and hya lu ron idase -  44  kDa)  (32)  were
less  f requent ly  recogn ised.  These da ta  agree w i th  the
f ind ings  descr ibed in  o ther  papers .

Whether  the  admin is t ra t ion  o f  a l le rgen ex t rac ts  in  the
course  o f  immunotherapy  can induce new lgE spec i f i -
c i t ies  and c l in ica l l y  re levant  sens i t i za t ions  to  new
a l l e r g e n s  h a v e  b e e n  s t u d i e d  i n  t h e  p a s t  y e a r s .
lmmunob lo t t ing  is  a  power fu l  techn ique fo r  eva lua-
t ing  v isua l l y  and semi -quant i ta t i ve ly ,  spec i f i c  reac t iv i -
t ies  to  ind iv idua l  a l le rgen ic  components .  Th is  i ssue
makes th is  assay  a  use fu l techn ique fo r  eva lua t ing  the
ant ibody  pro f i le  o f  spec i f i c  a l le rgens .

Juarez  C e t  a l .  showed in  a  p rev ious  s tudy ,  the  induc-
t ion  o f  spec i f i c  an t ibod ies  to  Vesp ids  in  the  course  o f
SIT with Vespula germanica administered to pat ients
sens i t i zed  to  Po l is tes  dominu lus  (30) .  ln  th is  s tudy
determinat ions  o f  venom s lgE were  per fo rmed by
means o f  RAST absorp t ion  method and RAST inh ib i -
t ion assays. The authors found that af ter  SlT,  41% of
the pat ients had lgE ant ibodies directed to speci f ic
epi topes of  Vespula germanica venom that were not
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i n i t ia l l y  de tec ted  in  the  basa l  sera .  In  one case the
a n t i b o d i e s  i n c r e a s e d  o n l y  t o  V e s p u l a  g e r m a n i c a
venom wi thout  a  cor respond ing  r i se  to  Po l is tes  domi -
nu lus .  In  our  s tudy ,  desp i te  the  d isappearance or
decrease of  most bands af ter  SlT,  hal f  the pat ients
deve loped new lgE spec i f i c i t ies  to  venom ex t rac ts .
One honeybee a l le rg ic  pa t ien t  serum (P1) ,  de tec ted
after the t reatment in Vespula blot ,  a protein wi th MW
simi la r  to  hya lu ron idase and two o ther  bands  cor res-
pondent  to  minor  a l le rgens ,  no t  found in  the  o ther
venom b lo ts .  These f ind ings  cou ld  ra ise  the  ques t ion
i f  th is  band o f  44  kDa does  ac tua l l y  cor respond to  hya-
lu ron idase.  l f  th is  pa t ien t  was  no t  rea l l y  s tung dur ing
the  t rea tment  by  any  Hymenoptera  one wonders  why
he deve loped new lgE spec i f i c i t ies  to  a l le rgens  pre-
sent in a di f ferent venom from that used for t reat-
ment.  Al lergen lacking in the Apis mel l i fera and
Polistes blots could be the answer.

The other two pat ients al lergic to Vespula venom
revealed af ter  the t reatment,  new bands correspon-
dent to minor al lergens in the Vespula blot .  A protein
of 47 kDa detected by one of  the pat ients (P5),  was
also detected in the Apis mell ifera blot by the same
serum.  Th is  i s  p robab ly  a  c ross- reac t ive  a l le rgen pre-
sent  in  bo th  venoms.

The development of  new lgE speci f ic i t ies to SIT extra-
c t  a l le rgens  has  been proved to  occur  dur ing  immu-
n o t h e r a p y  w i t h  a i r b o r n e  a l l e r g e n  e x t r a c t s
( 1 1 , 2 2 , 2 8 , 2 9 J . l n  s o m e  p a t i e n t s ,  t h e  l g E  l e v e l s  a r e  l o w
wi th  c l in ica l  re levance unknown (29 ] r ,  bu t  in  o ther
pat ien ts  the  leve ls  can be  h igh  and e l i c i t  o ther  a l le r -
g ies .  The poss ib le  induc t ion  o f  food a l le rgy  dur ing  SIT
has  been documented by  Van Ree e t  a l .  (28) .  In  th is
study, some pat ients submit ted to house dust mite
S lT ,  deve loped new lgE an t ibod ies  to  sna i l  and
shr imp, probably cross-react ive ant ibodies to t ropo-
myos in ,  and to  aggravated  c l in ica l  symptoms when
eat ing  shr imp.  In  our  s tudy ,  a f te r  one year  o f  t rea t -
ment P5 that showed new lgE sensi t iv i t ies for  Vespula
venom,  to le ra ted  a  ye l low jacke t  s t ing  w i th  on ly  a
local  react ion.  P6 al lergic to Vespula venom tolerated
a honey bee st ing despi te an increase of  intensi ty of
some bands in Apis mel l i fera immunoblot .

T h e  i m m u n o l o g i c a l  m e c h a n i s m  b e h i n d  t h e  i n d u c t i o n
of  new lgE spec i f i c i t ies  i s  no t  known.  Movérare  R e t
a l .  suggested  tha t  as  the  es tab l i shment  o f  c lones  o f
Th2 ce l l s  w i th  the  capac i ty  to  p roduce h igh  leve ls  o f
lL -4  i s  be l ieved to  be  an  ear ly  c ruc ia l  s tep  in  the  deve-
lopment  o f  a l le rgen spec i f i c  lgE sens i t i za t ion ,  one
cannot  exc lude tha t  new c lones  o f  a l le rgen-spec i f i c
Th2 ce l l s  migh t  have been es tab l i shed ear l ie r ,  p rece-
d ing  the  swi tch  o f  a l le rgen-spec i f i c  B  ce l i s  (29) .
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The  resu l t s  o f  ou r  s tudy  con f i rm  tha t  s l gE  l eve l s  t end

to  reduce  du r i ng  S lT ,  and  t he  bands  i den t i f y i ng  some

a l l e r g e n s  i n  t h e  b l o t  t e n d  t o  d e c r e a s e  o r  d i s a p p e a r .

N o n e t h e l e s s  v e n o m  S I T  c a n  b e  r e s p o n s i b l e  f o r  t h e

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

g e n s ,  a p p a r e n t l y  w i t h o u t  c l i n i c a l  r e l e v a n c e .
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