
Early life exposure to dietary and
inhalant allergens

The prevalence of asthma and other allergic dis-
orders in childhood have increased significantly in
recent decades (1), with considerable repercus-
sions for healthcare costs. Whilst the genetic basis
for allergy is well established (2), genetic factors
must interact with environmental influences to
determine disease expression and progression (3).
This complex interaction probably begins in early
life, as distinctive alterations of immune respon-
siveness, whichmay predict an allergic phenotype,
are apparent at birth, long before symptoms
manifest (4,5).

Mechanisms of in utero priming

As atopy is the major risk factor for ongoing
asthma, probing the mechanisms by which aller-
gic sensitization occurs will be critical to under-
standing the disease. Fetal development occurs
in an environment that is biased towards the T
helper 2 (Th2) pathway of the immune response
(6), and evidence from murine and human preg-
nancies reveal that T helper 1 (Th1)-type cyto-
kines mediate pregnancy loss. The developing
fetus is therefore exposed to factors that should
promote a Th2 pattern of response (7), with an
up-regulation of interleukin (IL)-4 and IL-10
production and concurrent down-regulation of
IL-2 and interferon-g (IFN-g).
Why then are not all babies born allergic? There

is evidence of a greater Th2-biased allergen

responsiveness in those babies destined to have
allergic problems, including asthma (4,8), focus-
ing attention on the fetus and its environment in
relation to the genesis of the disease. Sensitization
is known to occur in the first half of pregnancy,
and T-cell precursors are sufficiently mature to
undergo antigen priming by 18–22weeks of gesta-
tion (9,10). Immunoglobulin E (IgE) and Th2
cytokines in the amniotic fluid have been demon-
strated historically (11) and may have had a role
in protecting the fetus from maternal parasites.
This environment containing both IgE and IL-4,
known to up-regulate FceRI on mast cells, may
have the same effect on dendritic cells, and their
role in primary sensitization of fetal T cells with
maternal IgE must be questioned. Not only is the
fetal skin bathed in IgE-containing amniotic fluid,
the fetus also aspirates and swallows the fluid,
exposing both the respiratory and gastrointestinal
tracts to IgE and other components of this fluid. It
is at these sites – the skin, gut and lungs which
have been exposed to IgE from at least 16weeks of
gestation – that atopic disease becomes evident
after birth.
Levels of IgE as low as 10 ng/ml and allergen at

10�12M enable low-affinity IgE receptor-bearing
B cells to activate specific T cells in an IgE-
dependent manner (12). It is probable that dendri-
tic cells can perform this function at lower
concentrations of IgE and allergen because they
express the high-affinity IgE receptor (Fig. 1).

Pediatr Allergy Immunol 2002: 13 (Suppl. 15): 14–18 Copyright # 2002 Blackwell Munksgaard
Printed in UK. All rights reserved

Vance GHS, Holloway JA. Early life exposure to dietary and inhalant
allergens.
Pediatr Allergy Immunol 2002: 13 (Suppl. 15): 14–18.
# 2002 Blackwell Munksgaard

Increasing evidence points to early life, including fetal life, as being a
critical time period during which the infant’s allergic fate may be
determined. However, initial antigen priming in utero necessitates fetal
exposure to maternally derived allergen. This article reviews our
current knowledge regarding materno-fetal allergen transfer in vivo
and reflects on mechanisms by which this exposure might exert
immunomodulatory influences on the developing immune system.

Gillian H. S. Vance and
Judith A. Holloway
Department of Child Health, Infection, Inflammation
and Repair Division, University of Southampton,
Southampton, UK

Key words: allergens; diet; pregnancy

Dr Gillian Vance, Child Health (803), Southampton
General Hospital, Southampton SO16 6YD, UK
Tel.: þ44 23 80794230
Fax: þ44 23 80796378
E-mail: ghsv@soton.ac.uk

14



Receptor-mediatedendocytosisoftheIgE–allergen
complex, and processing for presentation of pep-
tide on major histocompatibility complex (MHC)
class II molecules (13), allows focusing and effi-
cient selection, concentration and presentation of
minute amounts of allergen with 100–1000-fold
enhancement of activation of allergen-specific
T cells (14). IgE-mediated allergen focusing by
FceRI-expressing dendritic cells may have a role
in the primary immune response in the fetus
because of the availability of maternally derived
IgE and antigen for fetal cells. A greater under-
standing of the role played by FceRI on dendritic
cells, and subsequent priming of T cells to allergen
during gestation, may bring to light opportunities
to interfere with sensitization, a process that is
known to occur during a window in the second
trimester of gestation when susceptibility to later
disease is maximal.
In addition, animal models have shown that the

dose, timing, route of presentation and form of
antigen exposure are factors regulating whether
tolerance or immune priming occurs (15).
Furthermore, animal studies have indicated that
long-term Th1-like (tolerant) and Th2-like (aller-
gic) memory against individual antigens occurs

over the course of the first exposures, and once
consolidated is not readily reversible. Conse-
quently, it is possible that the nature of early-life
exposure to an allergen may contribute to the
complex process that directs allergic sensitization
and disease manifestation.

Passage of molecules to the fetus

It is well established that substances derived from
the maternal environment can be found in the
gestation-associated environment. Cotinine, the
main metabolite of nicotine, has been found in
placental tissue, coelomic and amniotic fluid and
fetal serum from the first trimester when mothers
have been exposed to cigarette smoke (16).
Human immunodeficiency virus-1 (HIV-1) p24
antigen has been found in the amniotic fluid
and fetal blood of HIV-infected mothers (17).
Inulin, an inert substance with no specific trans-
port system across the placental barrier, can also
be detected in coelomic and amniotic fluid in the
first trimester (18) and in the urine of term neo-
nates (19), if administered intravenously to the
pregnant woman.
As priming of the fetal immune system to

environmental antigens does occur during intra-
uterine development, and both inert and biological
substances can pass from the mother to the fetus
during pregnancy, it is necessary to demonstrate
that allergen can be found in the fetal environ-
ment, in order to finally confirm that specific fetal
allergen priming can occur. The demonstration of
elevated umbilical cord IgE (20) and allergen-
specific T-cell reactivity at birth (21) has inferred
that exposure of the immunologically naı̈ve
immune system to allergens may occur antena-
tally, but, to date, the detection of these proteins
in gestation-associated fluids has been elusive.
The present studies have addressed this using a
common dietary allergen – hen’s-egg ovalbumin
(OVA) – and an inhalant allergen to which
mothers are exposed throughout pregnancy – the
dust mite antigenDermatophagoidesp1 (Derp 1) –
and investigated whether these antigens might be
detected in the maternal circulation, matched
amniotic fluid and fetal blood samples.

The Southampton Maternal Egg-Avoidance Study

Early-life allergen exposure may be best charac-
terized by reference to a dietary allergen, because
ingestion is the main route of maternal exposure
and, consequently, dietary elimination should be
an effective means of reducing antigen transmis-
sion. Dietary egg is a major allergen in childhood.
Egg allergy is a common cause of morbidity in

Fig. 1. Immunoglobulin E (IgE)-mediated fetal sensitiza-
tion through the gut mucosa. Amniotic fluid containing
allergen and maternal IgE surrounds, and is swallowed by,
a fetus, here shown at 22weeks of gestation. This fetal
swallowing of amniotic fluid is the most probable route of
fetal sensitization, with IgE-dependent antigen processing in
the gut leading to specific T-cell responses to allergens.
Whilst the antigen-presenting cell involved in fetal sensitiza-
tion is not known, a probable candidate is the dendritic cell,
given its unique ability to activate naive T cells. Dendritic
cells (red) are ideally located at the interface of the gut with
the amniotic fluid, and may be capable of facilitated pre-
sentation of allergen–IgE complexes captured by FceRI and
presented on major histocompatibility complex (MHC) class
II to the T cells located in the lymphoid follicles (green).
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infancy (22) and is frequently the first manifesta-
tion of atopy (23).Moreover, although egg allergy
usually resolves with age (24), egg sensitivity in
infancy is emerging as a key indicator of later
inhalant sensitization and respiratory allergic dis-
ease, which tend to persist into adult life (25).
Elimination of dietary egg would therefore be an
appropriate tool to investigate the parameters of
early-life exposure.
Maternal-exclusion diets through pregnancy

and/orbreast-feedingasameansofprimaryallergy
prevention have been studied previously by sever-
al groups (26). The prophylactic measures of these
earlier studies were, in general, associated with
either no improvement in allergic outcome of the
intervention children, orwith a benefit thatwas not
sustained at later time-points (reviewed in ref. 27).
A particularly pertinent criticism of these studies
is that multiple foods (n¼ 2–5) were excluded,
drawing into question subject compliance and
raising concerns regarding maternal and fetal
nutritional wellbeing. Furthermore, the elimina-
tion diets were commenced from the third trime-
ster of pregnancy, long after the fetus has been
demonstrated to display the immunological capa-
city for priming (21). A lack of atopic benefit
might then have resulted from the regimens miss-
ing the window of susceptibility.
The Southampton study was designed to take

account of these criticisms. The MEAD study
(Maternal Egg Avoidance Diet) is a randomized
controlled study of egg avoidance from the second
trimester of pregnancy though the duration of
breast-feeding by women who have themselves, or
whose partners have, a history of atopic disease.
The intervention women exclude egg and all egg
products. Their compliance is encouraged by the
support of a dedicated study dietitian and is
monitored by self-recording of accidental expo-
sures and by the in vitro measurement of egg-
specific immunoglobulin G (IgG) concentration
through the study period, which reflects dietary
intake (27). Infant allergic outcome is assessed at
3, 6, 12 and 18months of age by a clinician or
research nurse blinded to maternal study cate-
gory. Atopic status is established by skin-prick
testing to a panel of eight common dietary and
inhalant allergens and measurement of total and
specific IgE measurement at 6, 12 and 18months
of age. To date, 250 women have been recruited
and the clinical results of the intervention will be
analysed in the near future.

Early-life exposure to a dietary allergen

The characteristics of early-life exposure to egg
allergen may be investigated by the detection

of OVA in pregnancy-associated fluids. OVA, a
44 000 kDa water-soluble glycoprotein, which
by weight accounts for 58% of whole egg white,
is a major egg allergen. The development of a
sensitive capture enzyme-linked immunosor-
bent assay (ELISA) has facilitated the detection
of OVA in picogram quantities in gestation-
associated fluids, including amniotic fluid (28).
OVA was present in three of 26 amniotic fluid
samples where the corresponding maternal
plasma had detectable levels (28). It is possible
that this is an underestimate of the number of
women with OVA present in their amniotic fluid,
as the women were starved prior to the procedure
and the optimal concentration of dietary OVA
occurs 2 h post-ingestion (29). Analysis of the
samples from the MEAD cohort may answer
whether dietary exclusion measures eliminate,
or reduce, fetal or newborn exposure to egg
allergen and in turn reduce the risk for infant
allergic sensitization, or whether the extremely
low-dose, intermittent exposures may actually
promote systemic priming, as has been noted
for animal models (30). The conclusion of such
an analysis may clearly have public health reper-
cussions for the United Kingdom in view of the
much promoted Department of Health advice for
avoidance of peanuts and peanut-containing
foods by pregnant women with a family history
of atopy.

Early-life exposure to an inhalant allergen

The house dust mite allergen Der p 1 is a common
indoor inhalant allergen and a major source of
allergen affecting atopic asthmatics (31). Mite
exposure is directly associated with sensitization
(32) and while intensive mite-avoidance measures
are successful in reducing Der p 1 concentration
in the home (33), the ubiquitous nature of the
antigen would suggest that it may have a critical
role in primary sensitization in early life under
normal living arrangements.

In utero exposure toDer p 1 has been confirmed
by in vitro detection of the allergen in pregnancy-
associated fluids (34).Derp 1 was detected in 21%
of plasma samples collected from unselected preg-
nant women undergoing routine amniocentesis at
16–17weeks of gestation (median concentration:
5.9 ng/ml). A total of 56% of the amniotic fluid
samples matching these positive maternal plasma
samples also had a detectable mite antigen
(median concentration: 1.1 ng/ml). In addition,
matched maternal and cord plasma samples were
collected at term. In 63% of cord samples with
corresponding positive maternal plasma, Der p 1
was also detectable.
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Conclusion

This work has demonstrated for the first time that
allergen is present in the fetal environment, being
found in the amniotic fluid at 16weeks of gesta-
tion and in the fetal circulation at term (�37
weeks). The presence of both a dietary and an
inhalant allergen in the amniotic fluid and the
fetal circulation suggests that there are two routes
of allergen transfer to the conceptus: trans-
amniotic and trans-placental. Allergen present in
the amniotic fluid will gain access to the gut-
associated lymphoid tissue, where Peyer’s patches
are structurally mature by 19weeks of gestation,
and the M cells that sample the environment are
already in place (35). Recent work from our group
has shown that CD83þ dendritic cells are present
in the gut from 17weeks of gestation (28) and
T cells are present from 13weeks of gestation (36).
Likewise, allergen, either free or in complex with
IgG (37), in the fetal circulation will encounter
immune-competent antigen-presenting cells.
The presence of allergen and the initiation of

antigen-specific responses in utero via the gut in
the second trimester may be modified in the third
trimester by the maternal environment, particu-
larly the mother’s IgE : IgG ratio, with the fetal/
neonatal antigen-specific IgE responses being par-
ticularly susceptible to down-regulation (38,39).
The possibility that maternal antigen-specific IgG
protects against the development of IgE to the
same allergen has been demonstrated recently in
humans (40). Further modification of the antigen-
specific immune response occurs post-natally with
the acquisition of an appropriate commensal gut
flora (41). Therefore, these two routes of allergen
exposure in utero are critical to the establishment
of an immune response which may later lead to
the development of asthma. A greater under-
standing of the initiation and modification of
allergen-specific responses, both before and after
birth, is needed before the association between the
exposure to allergen in utero and the subsequent
disease development can be identified.

Acknowledgments

This study was funded by the Food Standards
Agency grant number T07005 and NIH grant
number HL-61858. Thank you to the staff of
the Department of Fetal Medicine and the Deliv-
ery Suite, Princess Anne Hospital, Southampton,
who helped with the collection of the samples.

References

1. THE INTERNATIONAL STUDY OFASTHMA ANDALLERGIES
IN CHILDHOOD (ISAAC) STEERING COMMITTEE. World-

wide variation in prevalence of symptoms of asthma,
allergic rhinoconjunctivitis and atopic eczema: ISAAC.
Lancet 1998: 351: 225–32.

2. HOLLOWAY JW,BEGHEB,HOLGATE ST. The genetic basis
of atopic asthma. Clin Exp Allergy 1999: 29: 1023–32.

3. EDFORS-LUBS ML. Allergy in 7000 twin pairs. Acta
Allergol 1971: 26: 249–85.

4. WARNER JA,MILES EA, JONES AC, QUINTDJ, COLWELL
BM,WARNER JO. Is deficiency of interferon gamma pro-
duction by allergen triggered cord blood cells a predictor
of atopic eczema? Clin Exp Allergy 1994: 24: 423–30.

5. PRESCOTT SL, HOLT PG. Abnormalities in cord blood
mononuclear cytokine production as a predictor of later
atopic disease in childhood. Clin Exp Allergy 1998: 28:
1313–6.

6. WEGMANN TG, LIN H, MOSMANN TR. Bi-directional
cytokine interactions in the materno-fetal relationship:
Is successful pregnancy a Th2 phenomenon? Immunol
Today 1993: 14: 353–6.

7. WARNER JO, JONES CA, KILBURN SA, VANCE GH,
WARNER JA. Pre-natal sensitization in humans. Pediatr
Allergy Immunol 2000: 11 (Suppl. 13): 6–8.

8. WARNER JA, LITTLE SA, POLLOCK I, LONGBOTTOM JL,
WARNER JO. The influence of exposure to house dust
mite, cat, pollen and fungal allergens in the home on
primary sensitisation in asthma. Pediatr Allergy Im-
munol 1991: 1: 79–86.

9. JONES AC, MILES EA, WARNER JO, COLWELL BM,
BRYANT TN, WARNER JA. Fetal peripheral blood
mononuclear cell proliferative responses to mitogenic
and allergic stimulate during gestation. Pediatr Allergy
Immunol 1996: 7: 109–16.

10. VAN DUREN-SCHMIDT K, PICHLER J, EBNER C, et al.
Prenatal contact with inhalent allergens. Pediatr Res
1997: 41: 128–31.

11. JONES CA, WARNER JA, WARNER JO. Fetal swallowing
of IgE [letter]. Lancet 1998: 351: 1859.

12. SANTAMARIA LF, BHEEKA R, VAN REIJSEN FC, et al.
Antigen focusing by specific monomeric immunoglobu-
lin E bound to CD23 on Epstein–Barr virus-trans-
formed B cells. Hum Immunol 1993: 37: 23–30.

13. BIEBER T. FceRI-expressing antigen-presenting cells:
New players in the atopic game. Immunol Today 1997:
18: 311–3.

14. MAURER D, EBNER C, REININGER B, et al. The high
affinity IgE receptor (FceRI) mediates IgE-dependent
allergen presentation. J Immunol 1995: 154: 6285–90.

15. STROBEL S. Dietary manipulation and induction of
tolerance. J Pediatr 1992: 121: S74–S79.

16. JAUNIAUX E, GULBIS B, ACHARYA G, THIRY P, RODECK
C. Maternal tobacco exposure and cotinine levels in
fetal fluids in the first half of pregnancy. Obstet
Gynecol 1999: 93: 25–9.

17. VISCARELLO RR, CULLEN MT, DEGENNARO NJ,
HOBBINS JC. Fetal blood sampling in human immuno-
deficiency virus-seropositive women before elective
midtrimester termination of pregnancy. Am J Obstet
Gynecol 1992: 167: 1075–9.

18. JAUNIAUX E, LEES C, JURKOVIC D, CAMPBELL S,
GULBIS B. Transfer of inulin across the first-trimester
human placenta. Am J Obstet Gynecol 1997: 176: 33–6.

19. BAIN MD, COPAS DK, LANDON MJ, STACEY TE. In vivo
permeability of the human placenta to inulin and
mannitol. J Physiol (Lond) 1988: 399: 313–9.

20. RUIZ RG, RICHARDS D, KEMENY DM, PRICE JF.
Neonatal IgE: a poor screen for atopic disease. Clin Exp
Allergy 1991: 21: 467–72.

17

Early life exposure to allergens



21. JONES AC, MILES EA, WARNER JO, COLWELL BM,
BRYANT TN, WARNER JA. Fetal peripheral blood
mononuclear cell proliferative responses to mitogenic
and allergenic stimuli during gestation. Pediatr Allergy
Immunol 1996: 7: 109–16.

22. BURKS AW, SAMPSON H. Food allergies in children.
Curr Probl Pediatr 1993: 23: 230–52.

23. HATTEVIG G, KJELLMAN B, BJORKSTEN B. Clinical
symptoms and IgE responses to common food proteins
and inhalants in the first 7 years of life. Clin Allergy
1987: 17: 571–8.

24. BOCK SA. The natural history of food sensitivity. J
Allergy Clin Immunol 1982: 69: 173–7.

25. KULIG M, BERGMANN R, TACKE U, WAHN U,
GUGGENMOOS-HOLZMANN I. Long-lasting sensitization
to food during the first two years precedes allergic
airway disease. The MAS Study Group, Germany.
Pediatr Allergy Immunol 1998: 9: 61–7.

26. ZEIGER RS. Prevention of food allergy and atopic
disease. J R Soc Med 1997: 90 (Suppl. 30): 21–33.

27. LILJA G, DANNAEUS A, FALTH-MAGNUSSON K, et al.
Immune response of the atopic woman and foetus:
effects of. Clin Allergy 1988: 18: 131–42.

28. JONES CA, VANCE GHS, POWER LL, PENDER SLF,
MACDONALD TT, WARNER JO. Costimulatory mole-
cules in the developing human gastrointestinal tract: A
pathway for fetal allergen priming. J Allergy Clin
Immunol 2002: 108 (2): 235–41.

29. HUSBY S, JENSENIUS JC, SVEHAG SE. Passage of
undegraded dietary antigen into the blood of healthy
adults. Quantification, estimation of size distribution,
and relation of uptake to levels of specific antibodies.
Scand J Immunol 1985: 22: 83–92.

30. MELAMED D, FISHMAN-LOVELL J, UNI Z, WEINER HL,
FRIEDMAN A. Peripheral tolerance of Th2 lymphocytes
induced by continuous feeding of ovalbumin. Int
Immunol 1996: 8: 717–24.

31. SPORIK R, PLATTS-MILLS TA. Epidemiology of dust-
mite-related disease. Exp Appl Acarol 1992: 16: 141–51.

32. PLATTS-MILLS TA, WARD GW JR, SPORIK R, GELBER
LE, CHAPMAN MD, HEYMANN PW. Epidemiology of
the relationship between exposure to indoor allergens
and asthma. Int Arch Allergy Appl Immunol 1991: 94:
339–45.

33. CUSTOVIC A, SIMPSON BM, SIMPSON A, et al. Manches-
ter Asthma and Allergy Study: Low-allergen environ-
ment can be achieved and maintained during pregnancy
and in early life. J Allergy Clin Immunol 2000: 105:
252–8.

34. HOLLOWAY JA, WARNER JO, VANCE GH, DIAPER ND,
WARNER JA, JONES CA. Detection of house-dust-mite
allergen in amniotic fluid and umbilical-cord blood.
Lancet 2000: 356: 1900–2.

35. SPENCER J, MACDONALD TT, FINN T, ISAACSON PG.
The development of gut associated lymphoid tissue in
the terminal ileum of fetal human intestine. Clin Exp
Immunol 1986: 64: 536–43.

36. SPENCER J, DILLON SB, ISAACSON PG, MACDONALD
TT. T cell subclasses in fetal human ileum. Clin Exp
Immunol 1986: 65: 553–8.

37. CASAS R, BJORKSTEN B. Detection of Fel d 1–immuno-
globulin G immune complexes in cord blood and sera
from allergic and non-allergic mothers. Pediatr Allergy
Immunol 2001: 12: 59–64.

38. JARRETT EE. Immunoregulation of IgE responses: The
role of the gut in perspective.AnnAllergy 1984: 53: 550–6.

39. JARRETT EE, HALL E. IgE suppression by maternal
IgG. Immunology 1983: 48: 49–58.

40. JENMALM MC, BJORKSTEN B. Cord blood levels of
immunoglobulin G subclass antibodies to food and
inhalant allergens in relation to maternal atopy and the
development of atopic disease during the first 8 years of
life [see comments]. Clin Exp Allergy 2000: 30: 34–40.

41. SUDO N, SAWAMURA S, TANAKA K, AIBA Y, KUBO C,
KOGA Y. The requirement of intestinal bacterial flora
for the development of an IgE production system fully
susceptible to oral tolerance induction. J Immunol 1997:
159: 1739–45.

18

Vance and Holloway


