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he abi l i ty  to detect  low levels of  speci f ic  lgE
u s i n g  l m m u n o c a p  P h a d i a @  ( f o r m e r l y
Pharmacia@) has been shown recent ly to be

feasible ( lower l imi t :  0.10 ku/ l ) .  Af ter  taking account of
var iab i l i t y ,  the  c l in ica l l y  s ign i f í can t  th resho ld  now pro-
posed is 0.17 kul l .  Al lergists must now quest ion the
benef i t  of  th is increased sensi t iv i ty when screening for
food al lergy (FA).  In short ,  is  a low level  of  speci f ic  lgE
(0.17 to 0.35kU/l)  c l in ical ly relevant? l f  th is is the case,
i t  wi l l  be necessary to study this level  in the context  of
posi t ive diagnoses, and di f ferent ia l  ones ( to rule out
FA).  l t  wi l l  a lso be necessary to discover whether i t
improves predict ing recovery f rom FA. To answer the
f i rs t  ques t ion  concern ing  c l in ica l  re levance,  we pre-
sent here a retrospect ive study of  data col lected by
the  C i rc le  o f  C l in ica l  and B io log ica l  Inves t iga t ions  in
Food A l le rgy  (CICBAA) .

f\lNethod

The CICBAA data base records all cases of confirmed
food al lergies (FA),  including data on pr ick- in-pr ick tests,
atopy patch-tests, biological tests (Pharmacia-Phadia@:
lmmuno-Cap Sys tem)  and ora l  cha l lenges  doub le  b l ind
or s imple bl ind placebo control led food chal lenges: DB
or SBPCFC. We identif ied cases of FA, confirmed by
posi t ive DBPCFC: 95 FA to cow's mi lk,  154 to egg and
156to peanut.  Of these, T4FAto mi lk,  138 FAto egg and
146 FA to peanut had undergone a speci f ic  lgE assay.

Resul ts

5.4yo, 3.6yo, 2.7% of cases of  mi lk,  egg and peanut
a l le rg ies  had an  lgE leve l  be low 0 .35  kUi l :  four  cases
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of  cow 's  mi lk  a l le rgy ,  f i ve  egg a l le rgy ,  four  peanut
a l le rgy  ( tab les  1  and 2) .

Three o f  four  pa t ien ts  w i th  a l le rgy  to  cow mi lk  p ro te in
were  under  one year  o f  age.  Pat ien ts  w i th  egg a l le rgy
were older:  three between one and three years,  one
between th ree  and s ix  years ,  and one o lder  ch i ld .  The
age pro f i le  was ident ica l  fo r  peanut  a l le rgy :  th ree  ch i l -
d ren  be tween one and th ree  years  and one o lder  ch i ld
( tab le  2 ) .  on ly  one case concerned an  adu l t  who was
a l l e r g i c  t o  m i l k .

Ten of  14 presented with atopic dermat i t is  (AD),  e i ther
isolated (1) or associated with gastrointest inal  d isor-
ders  (3 ) ,  o r  w i th  u r t i car ia  (3 )  o r  as thma (2) .  There  was
one case o f  anaphy lac t ic  shock  to  egg.

Pr ick - tes ts  were  pos i t i ve  in  seven o f  14  cases .  E igh t
ch i ld ren  were  negat ive  to  lab ia l  cha l lenge car r ied  ou t
be fore  ora l  food cha l lenge.

Noth ing  par t i cu la r  was  no ted  fo r  these ch i ld ren  w i th
regard  to  cumula t ive  doses ,  wh ich  ranged f rom 100
mg to  7110 mg fo r  egg and peanut ,  and f rom 6  ml  to
1000 ml  fo r  mi lk  (1000 ml  cor responds to  the  cumula-
t ive intake for two days of  bot t le feeding.)

However,  the react ions in ten chi ldren with AD were
stereotypic:  one presented with rash on eczema in the
hours  fo l low ing  ora l  food cha l lenge,  n ine  had a
delayed-onset of  exacerbated eczema, af ter  24 hours.
The ch i ld  under  th ree  years  who su f fe red  anaphy lac-
t ic shock with egg, reacted immediately to 100 mg of
egg-wh i te ,  w i th  vomi t ing ,  modera te  tachycard ia  (no
change in  b lood pressure ;  tachycard ia  may have been
caused by  vomi t ing) .

Food allergies n Specific lgE

0.35 to 0 70 ku/l (7") < 0,35 VUll lo/;l:
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Table 1: Specif ic lgE levels (%) for 3bB ;; ; ; ;  ól i in.
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DISGUSSION

Curren t ly ,  the  d iagnos is  o f  FA is  based on  two s teps '

The f i rs t  iden t i f ies  sens i t i za t ion  by  pr ick - tes ts  and

screen ing  fo r  spec i f i c  lgE '  Recent ly ,  a topy  pa tch-

tes ts  have been proposed as  complementary  tes ts '

I t  has  been shown tha t  a l though these are  o f ten

pos i t i ve  in  the  presence o f  lgE-med ia ted  sens i t i za-

t ion ,  i so la ted  pos i t i ve  pa tch- tes ts  charac ter ize  on ly

7 %  o f  a l l  F A  ( 1 ) .  T h e  s e c o n d  s t e p  u s e s  D B P C F C  ( 2 ) '

A t  p resent ,  two po in ts  a re  o f  par t i cu la r  in te res t '

F i rs t ,  can  FA be pred ic ted  f rom the  s ize  o f  the  pr ick -

tes t  whea ls  and the  leve ls  o f  spec i f i c  lgE? l f  so ,

D B P C F C  w o u l d  n o  l o n g e r  b e  n e e d e d '  S e c o n d ,  c a n

the  sever i ty  o f  la te r  a l le rg ic  reac t ions  be  es t imated

f rom sk in  tes ts  and RAST? Severa l  s tud ies  have

t r ied  to  p ropose bo th  pos i t i ve  and negat ive  pred ic -

t i ve  va lues  (3  -6 ) .  However ,  these va lues  are  in f luen-

c e d  b y  t h e  a l l e r g e n  a n d  t h e  p o p u l a t i o n '

I n  t h i s  s e r i e s ,  w e  h a d  a  c h i l d  w h o  s u f f e r e d  a n a p h y -

lac t i c  shock  to  egg w i th  spec i f i c  lgE be low 0 '35  ku / l

a n d  a n  i m m e d i a t e  r e a c t i o n  t o  a  l o w  d o s e  ( 1 0 0  m g )

dur ing  food cha l lenge '  Pr ick - tes ts  were  pos i t i ve  fo r

50% of  sub jec ts ;  whereas  spec i f i c  lgE leve ls  were

be low 0 .35  kU/ | .  The be t te r  sens i t i v i t y  o f  p r ick - tes ts

has  been repor ted  (7 ) '  However  no  pr ick - tes t  rea-

Age Clinical
features

ched the  pos i t i ve  p red ic t i ve  va lue  de f ined by  H i l l  (8

m m ) .  A  m o r e  s e n s i t i v e  a s s a y  o f  s p e c i f i c  l g E  w o u l d

therefore be of  great interest '

In proven FA, conf i rmed by DBPCFC, the f lumber of

pat ients wi th possible speci f ic  lgE levels between 0'17

and 0 ,35  kU/ l  i s  cer ta in ly  very  low.  F iguros  eou ld  csr -

respond to low levels of  speci f ic  lgE between 0'36 and

0.17  ku / l  (us ing  the  new techn ique)  o r  to  negat ive

RAST ( less  than 0 .17  kU/L) '  l t  wou ld  there fore  be  a

maximum of 5.4% for mi lk,  3.6% for egg and 2'- lo/o for

peanut.  According to a recent study by Desai  in

Chicago and presented in a poster at  the AAAAI

Meet ing  in  Miami  (March  2006) ,  love ls  eou ld  rcaeh

6o/o, 14o/o, and 25%.

oral  food chal lenge tr iggered a delayed-onset exacer-

bation of eczema aÎter 24 hours. These results differ

f rom those of  Desai  et  a l ' ,  who reported that react ions

to food chal lenges were mainly immediate,  wi th 22To

requ i r ing  ep inephr ine  (8 ) '

Ten out of  14 pat ients wi th speci f ic  lgEs below 0'35

kU/ l  had a top ic  dermat i t i s .  So  i t  i s  no t  surpr is ing  tha t

only hal f  of  the cases had posi t ive pr ick-tests '  A

delayed type of  food hypersensi t iv i ty may be postula-

ted. Atopy patch-tests had not been carr ied out '

Symptoms elicited bY
SBPCFC/DBPCFC
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i"Ul" 2: Cases of FA with specif ic lgE less than 0'35 kUiL'

Legend:  CRD: cumulat ive react ive dose -  SBPCFC/DBPCFC: s ing le-b l ind ora l  food chal lenge/double-b l ind

ora l  food chal lenge -  AD:  a top ic  dermat i t is  -  Gl  S:  gast ro- in test ina l  symptoms -  ur t :  ur t icar ia  -  as th :  as thma

-  AO:  angio-edema -  EE:  exacerbat ion o f  eczema.
* The cri teria for posit ivi ty is currently 3 mm.

In young chi ldren with a codeine control inferior to 3 mm, the posit ivi ty is est imated for a size of the test

equal  to  the s ize o f  codeine cont ro l .
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GOlrGtusIonl
Moie Sènsl t ive mèthods for detect íng speci f ic  lgE at  a
th resho ld  d f  0 .17  kU/L  migh t  have ímproved the  d ia -
gnosis in 14 out of  358 cases, i .e.  in at  most 3.9% oî
cases  (by  assuming tha t  leve ls  under  0 .35  were  over
0 ,17  ku /L) .

As Ìar as we know, a level  of  1.5 kU/ l  ant i -CM lgE is
good predictor of  a l lergy to cow's mi lk in chi ldren bet-
ween 13-18 months  (9 ) .  l t  í s  l í ke ly  tha t  the  inc reased
sens i t i v i t y  o f  the  lmmunocap techn ique f rom Phad ia
wi l l  improve the  d iagnos is  o f  CMA in  in fan ts  under
one yèar  o f  agd,  and spec ia l l y  in  those under  s íx
months,  ínasmuch as most cases of  CMA in infants
occur between two and four months.  In these young
infants,  pr ick-tests may be negatíve,  oral  chal lenges
are uncommon, biological  tests for  specíf ic lgEs are
negat ive,  and most of ten,  the diagnosis of  CMA is
onfy  p roved when the  mi lk  fo rmula  has  been rep laced
by casein hydrolysate.  However,  in certain cases a
d iagnos is  i s  no t  ob ta ined because a  par t ia l  m i lk
hydro lysa te  has  been prescr ibed and the  ch i ld  i s  a l le r -
gic to í t .  ln such cases symptoms, ei ther digest ive or
cutaneous, are unchanged over several  months.

As  we l l  as  improv ing  d iagnos ís ,  the  new techn ique
could help to rule out suspected CMA, giv ing a better
negat ive predict ive value. At present,  an lgE level
below 0.35 ku/ l  in infants of  mean age 6.5 months
correspoRdc to a negat ive predict íve value of  81% (9).

Th is  i s  insu f f i c ien t  fo r  c l in ica l  p rac t ice .

No such speci f ic  data have been obtained in the case
of  egg a l le rgy  (10) .

A third considerat ion is the possíbi l i ty  of  predict ing
recovery from FA. At present, recovery seems to be
more l ikely af ter  the rapid decrease in speci f ic  lgE bet-

ween two assays than from the absolute level of spe-
cif ic lgE (3-6, 9). l t  now seems necessary to try the
new technique for predict ing recovery from al lergy to
mi l k  and  egg .
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