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ABSTRACT
Key points

e The concurrence of allergic rhinitis and pregnancy
is common.

e The diagnosis of allergic rhinitis is easily and reli-
ably made, by eliciting the characteristic symp-
toms on history.

e This diagnosis is easily confirmed by using the
radioallergosorbent test (RAST) or enzyme-linked
immunosorbent assay (ELISA) tests.

Nasal symptoms, particularly obstruction, are
often aggravated in pregnancy, through several
possible mechanisms.

Untreated allergic rhinitis and nasal obstruction
affect the quality of life and can impact on the
lower airways particularly in the presence of asth-
ma, and indeed on the pregnancy itself.

The effective management of allergic rhinitis in
pregnancy is thus important and can be undertak-
en in complete safety, and the pregnant patient
should not be made to suffer the symptoms.

Management should be tailored to the needs of
the patient, and should be the minimum needed to
control the condition. It can include: allergen avoid-
ance; simple non-specific measures; local corti-
costeroid nasal sprays; oral antihistamines and
immunotherapy.

e At present there is no intervention in pregnancy
that has been shown to reduce the incidence of
atopy in offspring.

DEFINITION

Rhinitis may be defined as a condition of diffuse inflam-
mation of the nasal respiratory mucosa characterised
by one or more of the following nasal symptoms: con-
gestion, rhinorrhoea, itch or sneezing.’

Allergic rhinitis occurs when this inflammation is IgE-
mediated, following exposure to allergens.

PREVALENCE

While wide variations in reported prevalence exist,
allergic rhinitis is acknowledged to be the most com-
mon allergic condition, affecting 10-25% of the popula-
tion,? is a global phenomenon, and appears to be
increasing in prevalence.>*

Given the common nature of the condition of pregnan-
cy, clearly these conditions co-exist frequently!
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PREGNANCY AND NASAL PROBLEMS

Clearly all nasal diseases can occur with the same fre-
quency in pregnancy as they do in the non-pregnant
population.

While allergic rhinitis is a very common condition, the
clinician must remember the other nasal conditions
which can cause these nasal symptoms. Table | lists
the differential diagnosis. Table Il lists the predisposing
causes of the subgroup of ‘non-allergic non-infectious
rhinitis”.

Table I. Differential diagnosis of allergic rhinitis

Infectious rhinosinusitis (nonspecific)
Specific rhinosinusitis
— tuberculosis (TB)
— sarcoid
— syphilis
— leprosy, etc.
Non-allergic non-infectious rhinitis (see Table Il)

Mechanical nasal obstruction:
— deviated septum
— hypertrophic turbinates

Tumours:
— nose/nasopharynx
— benign (e.g. polyps)/malignant

Cerebrospinal fluid (CSF) rhinorrhoea

Table Il. Non-allergic non-infectious inflammation of
the nose and sinuses

Occupational

Non-allergic rhinitis with eosinophilia syndrome (‘NARES')
(like allergic rhinitis, but IgE levels and skin tests are normal)

Hormonal: puberty, pregnancy, menstrual, postmenopausal

Drug-induced: systemic: aspirin, NSAIDs, antihyperten-
sives, etc.

Local: sympathomimetic overuse (rhinitis medicamen-
tosa); cocaine

Irritants: pollution; air-conditioning; cold air
Food intolerance (Note: This is not true IgE-mediated allergy)

Emotional, probably autonomic mediated (stress, sexual
('honeymoon rhinitis'))

Atrophic rhinitis: primary or secondary
Gastro-oesophageal reflux
'ldiopathic rhinitis' or 'vasomotor rhinitis'.

NSAIDs - nonsteroidal anti-inflammatory drugs.

It is however recognised that certain specific associa-
tions exist between pregnancy and nasal conditions.

Congestion and inflammation of the nose (and sinuses)
are recognised as occurring in pregnancy®® as a result
of hormonal factors (see Table Il). A persistent rhinosi-
nusitis may accompany the last trimester of pregnancy,
when the severity increases as the blood oestrogen
level increases. Symptoms normally resolve shortly
after delivery.
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Infectious sinusitis seems to be increased in pregnan-
cy and reportedly complicated as many as 1.5% of
pregnancies, a six-fold increase over the frequency that
was observed in a non-pregnant population.®

A lobular capillary haemangioma ('pyogenic granulo-
ma’', 'granuloma gravidarum' or 'pregnancy tumour') is
a recognised but uncommon red-brown lesion arising
on the nasal septum or inferior turbinate which may
produce troublesome bleeding. While it generally
resolves post partum, cautery or excision may be indi-
cated.

As regards the relationship between pregnancy and
allergic rhinitis, it is variously reported that pre-existing
rhinitis may improve, stay unchanged, or worsen in
pregnancy. Foxen and colleagues® suggested that
nasal allergy can be exacerbated or initiated by preg-
nancy. Other investigators have refuted this. Schatz'®
has reported both improvement and deterioration of
symptoms in women with perennial rhinitis during
pregnancy.

PREGNANCY AND ALLERGIC RHINITIS

What, then, should the general practitioner and the
specialist in obstetrics and gynaecology know about
allergic rhinitis in pregnancy?

Diagnosis

The lay public too often labels all nasal symptomatol-
ogy indiscriminately as 'sinus' or ‘hay fever'. A definite
diagnosis should always be made for nasal symptoms.

Fortunately, the diagnosis of allergic rhinitis is extreme-
ly easily and reliably made. The basis of diagnosing
allergic rhinitis is the history, and the symptoms are
remarkably accurate (Table I11).

Table Ill. Symptoms specific to allergic rhinitis

Itch: nasal/conjunctival/palatal
Sneezing many times in a row
Watery discharge; rhinorrhoea/lacrimation

Reaction to specific allergens/situations: house dust;
making beds; pollen; cats; dogs; feathers

Seasonal nature (although perennial nature does not
exclude diagnosis)

Asthma/eczema
Family history of hay fever/asthma/eczema.

Examination is far less reliable, and identification of the
classic 'pale blue' swollen, wet, inferior turbinates
requires good lighting, a degree of experience and
arguably a nasal speculum to achieve — and even then
it is far less reliable than the history.

Specialty consultation with otorhinolaryngologists or
allergologists may assist if the diagnosis is uncertain.

Confirmation of the diagnosis is done by either blood
(radioallergosorbent test (RAST) or enzyme-linked
immunosorbent assay (ELISA)) tests or the far cheaper
and equally reliable skin-prick tests; both options are
probably safe in pregnancy, but because of the small
risk of hypersensitivity reaction, blood tests are
advised in the pregnant state.

Computed tomography (CT) scanning of the nose and
sinuses is almost never necessary for allergic rhinitis. It
is useful in excluding other nasal problems, particularly
sinusitis. However, while the dose of radiation from
current spiral CT scans is far less than it used to be,
and the fetus can theoretically be shielded, radiologists
are extremely reluctant to undertake CT scanning in

pregnancy unless absolutely necessary, because of the
issue of radiation scatter.

Management

The management of allergic rhinitis rests upon five
limbs: allergen avoidance; the use of corticosteroids
(intramuscular, oral or local nasal sprays); the adminis-
tration of antihistamines (oral or eye drops); hypo- or
desensitisation (intradermal injection or sublingual);
and occasionally surgery (cautery, injection or reduction
of hypertrophied turbinates). The use of mast-cell sta-
bilisers, e.g. sodium cromoglycate or leukotriene
antagonists, has been found by most clinicians to be
disappointing.

Allergen identification and avoidance

The identification of allergens and instigation of aller-
gen avoidance makes complete sense, and clearly puts
the fetus at no risk. Symptoms of allergic rhinitis can
be significantly mitigated by avoiding the allergen
when this is possible. Local allergy societies often put
out useful and convenient leaflets for doctors and
patients.

No treatment and simple non-specific
measures

There are times when, despite the diagnosis of allergic
rhinitis, the symptoms are mild and no treatment is
required. Nonspecific treatment measures may include
the use of external nasal dilators, avoidance of irritants,
and humidification. Nasal saline drops or sprays are a
useful and safe option to help clear the nose, particu-
larly before eating or sleeping.”

Pharmacological intervention

Clearly it is a concern in pregnancy that the administra-
tion of systemic and even local pharmacotherapy might
have a deleterious effect on the fetus. Caution is
always advised when administering a drug to a preg-
nant woman, as most medications cross the placenta.
The risk of fetal malformation represents a major fear
and is highest during the first trimester, the time of
most organogenesis.

Fear of the possible teratogenicity of medication used
for allergic rhinitis is largely based upon animal experi-
ments and isolated associations in case reports.
However medication is often avoided in pregnancy
even when necessary, because of alarming information
on drug labels or encountered in patient education .

These cautions should be balanced against the fact that
upper airway disease, if uncontrolled, has a significant,
negative effect on quality of life, and several studies
have shown that it can exacerbate coexisting asthma,
which might in turn adversely affect the outcome of a
pregnancy.'? Furthermore, nasal obstruction may affect
the pregnant mother's eating, sleeping and emotional
well-being, which indirectly could adversely affect preg-
nancy."® For example, rhinitis during pregnancy may
cause significant upper airway obstruction during sleep,
which has been associated with pregnancy-induced
hypertension and intrauterine growth retardation.™

Medication is therefore indicated based on an exact
clinical diagnosis, when the benefit of the drug out-
weighs risk, and when the drugs are carefully chosen
and appropriately administered. Under these circum-
stances, risk should be negligible.

In 1979 the US Food and Drug Administration (FDA)
published a drug classification system' to assist in
understanding the risk of any specific drug. It has five
pregnancy precaution categories: A, B, C, D and X
(Table V).
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Table IV. Food and Drug Administration format for
labelling human prescription drugs

Category Description of risk

A Well-controlled human studies have failed to
demonstrate risk to the fetus.

B Either animal studies show no fetal risk and
no human data are available, or animal stud-
ies show a risk but human studies do not
show fetal risk.

C Either animal studies indicate a fetal risk and
there are no controlled studies in humans, or
there are no available studies in humans or
animals.

D Studies show fetal risk in humans, but poten-
tial benefits may outweigh the potential risk
in certain situations.

X Studies in animals or humans, or based on
human experience show definite fetal risk.

Glucocorticosteroids

Systemic glucocorticosteroids are teratogenic in ani-
mals. The principal malformations are cleft lip and
palate, and cardiovascular malformation.'® Systemic
steroids are generally used by otorhinolaryngologists as
short courses to unblock the nose quickly at the start of
treatment or as somewhat more prolonged courses for
very severe symptoms during the hay fever season.
The hormonal side-effects of prolonged administration
even in the nonpregnant patient are widely accepted as
precluding such use. Prolonged systemic corticos-
teroids in pregnant women have been implicated in
growth retardation'” and pre-eclampsia.’® Although the
evidence for their teratogenic effects in pregnancy in
humans is poor, concerns exist about possible
increased risk of cleft lip or palate in the first
trimester.'®

It would seem sensible to avoid even these short
courses of systemic corticosteroids in pregnancy,
whenever possible — certainly in the first trimester.

The small concentrations of corticosteroids passed by
the lactating mother to the infant present no substan-
tial threat.

Inhaled glucocorticosteroids, by contrast, have been
extensively used by pregnant women who have asth-
ma, and have not been incriminated in teratogenicity in
humans." Various studies have shown that high drug
concentrations can be achieved at receptor sites in the
nasal mucosa, with minimal risk of systemic adverse
effects as the amount of systemic absorption of nasal
steroid sprays is negligible.?® Inhaled corticosteroids
are extremely effective particularly for nasal obstruc-
tion in allergic rhinitis.?' Large retrospective studies
have suggested that topical corticosteroids may play a
role in reducing the risk of asthma exacerbation.?>?* A
review of the use of budesonide in pregnancy showed
no risk to the fetus in 6 600 pregnancies.?* In a ran-
domised, double-blind, placebo-controlled study that
looked at the efficacy of fluticasone propionate nasal
spray in pregnancy, no effects on the outcomes of the
pregnancies were found.?®

Based on their efficacy, their limited systemic absorp-
tion, and the existing studies, nasal steroid sprays
would seem to be a useful, effective and safe first-line
option for use in pregnancy, particularly for nasal
obstruction, and particularly after the first trimester.
The FDA has assigned intranasal budesonide to cate-
gory B; all other inhaled and intranasal corticosteroids
are rated category C, although they are probably as
safe.

It is important for the clinician to emphasise and
demonstrate the correct use of nasal steroid sprays,
both consistent and compliant use, and administration
by the correct technique, to ensure optimal benefit
(Table V and Figs 1-4 which demonstrate incorrect (Figs
1 & 2) and correct (Figs 3 & 4) technique).

Table V. Instructions to patients for correct
administration of nasal sprays

1. Hold your head in the normal upright position.
2. Place the tip of the nozzle in one nostril.

3. Hold the bottle at 45° to the horizontal.
4

. Aim slightly away from the midline of the nose, i.e.
towards the outer wall of your nasal passage.

5. Give a spray into the nostril, breathing in slightly
through the nose. DO NOT SNIFF DEEPLY.

6. Give a second spray as in 5.
7. Now repeat steps 2-6 for the other nostril.
8. DO NOT BLOW YOUR NOSE FOR 15 MINUTES.
NOTE: Step 4 can be achieved by either of the following
instructions:
* 'With the nozzle in your nostril aim for the outer
corner of the eye'
OR
* 'Use your right hand for the left nostril, and your left
hand for the right nostril".

Fig. 1. Incorrect angle towards nasal septum.

N

Fig. 2. Incorrect direction — held too vertically.
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Fig. 4. Correct 45° angle.

Antihistamines

Antihistamines are effective for the irritating symp-
toms of watery rhinorrhoea, itch and sneezing, but
have until recently been considered to have little or no
effect on nasal congestion.”® The latest agents claim to
be more effective for congestion.?’ Antihistamines for
nasal symptoms need to be taken systemically, so
clearly, safety of the fetus must be considered. While
some first-generation antihistamines were shown to be
teratogenic in animals,?®*® a large meta-analysis of
200 000 first-trimester exposures to first-generation
antihistamines®' failed to show increased teratogenic
risk in humans, and they are rated FDA category B. The
newer second-generation antihistamines which have
less central sedation than their predecessors have
been less well studied. Isolated reports of teratogenic-
ity in animal models and the possibility of hypospadias
in human offspring raised concerns,* but follow-up
studies™ dispelled these concerns and a cohort of
2 147 women exposed to loratidine did not show risk
of major congenital malformations.® Data from the
Swedish Medical Birth Registry showed no increased
incidence of congenital malformations in 917 expo-
sures to cetirizine in pregnancy.®

Decongestants

Sympathomimetic vasoconstrictor agents are not spe-
cific for allergic rhinitis, but at times are used in nasal
congestion for short-term relief. Their prolonged use,
particularly topically, may lead to tachyphylaxis,
rebound congestion and 'rhinitis medicamentosa'.

Oral decongestants are sometimes used alone, and at
times in combination with antihistamines. Most oral
decongestants are teratogenic in animals. Pseudo-
ephedrine use in the first trimester has been implicat-
ed in an increased incidence of gastroschisis.*® It car-
ries an FDA category C rating. It can be considered
after the first trimester when the danger of gastroschi-
sis has passed.

There are no specific data available concerning the use
of decongestants during lactation. Pseudoephedrine
does pass into the breast milk. It is recommended that
only short-acting forms (e.g. phenylephrine) be used,
and taken just after breastfeeding to minimise the con-
centration in breast milk.

Topical nasal decongestants (nasal or ophthalmic).
While it would seem logical that these are safer than
oral agents, there are no adequate studies on the safe-
ty of administration. These drugs therefore carry an
FDA category C rating. The limited data available sug-
gest that their use should be limited to severe nasal
congestion interfering with sleep, only when really
required, preferably after the first trimester and not
during labour.

Leukotriene modifiers

The use of leukotriene modifiers, e.g. zileuton, mon-
telukast and zafirlukast, cannot be supported because
of lack of evidence on their safety and the existence of
more effective agents with more data on human ges-
tational safety.

Mast-cell stabilisers

Mast-cell stabilisers, e.g. sodium cromoglycate, are vir-
tually not absorbed by mucosal surfaces, and consid-
ered entirely safe, but, as stated previously, are far less
effective than nasal steroids. No teratogenic effect has
been found in animals and no adverse effect shown in
humans.*® They carry an FDA category B rating.

Anticholinergic agents

Intranasal ipratropium bromide is poorly absorbed by
the nasal mucosa, has no record of teratogenicity in ani-
mal studies, and appears safe. However, while it is
effective in controlling watery nasal discharge, it does
not affect nasal obstruction or other symptoms, which
limits its usefulness; and adequate studies in humans
are lacking.

Allergen-specific immunotherapy

Allergen-specific immunotherapy ('SIT', 'hyposensitisa-
tion' or 'desensitisation’) is based upon the repeated
exposure of the allergic individual to an extract of the
allergen in order to induce a state of immunological tol-
erance. It is generally used in patients who fail to
respond adequately to avoidance, nasal steroids and
antihistamines. It is less effective in patients with a
wide spectrum of allergens, which is a common situa-
tion, and this limits its usefulness. It may be adminis-
tered by intradermal or sublingual routes ('SLIT").
Systemic reactions may occur in up to 10% of patients,
although these are usually mild.*” There have been a
number of case reports of women who have used
immunotherapy during pregnancy for the treatment of
allergic rhinitis and asthma without any adverse out-
comes reported.®* Metzger et al.*® showed the safety
of SIT in a study of 115 pregnant women with allergic
rhinitis. It would seem unwise to initiate immunothera-
py in a pregnant patient, but pregnancy is not consid-
ered to be a contraindication to the continuation of
immunotherapy.®*4°
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FACTORS IN PREGNANCY INFLUENCING
THE INCIDENCE OF ALLERGIC RHINITIS
IN OFFSPRING

There are several publications in the literature examin-
ing the possibility that fetal exposure in utero might
translate into subsequent atopy. Possible influencing
factors studied include: previous use of oral contracep-
tives;" maternal occupation;* maternal respiratory
infection;*® smoking exposure;* caesarean section
delivery;* dietary supplementation;*® and maternal
dietary antigen avoidance during pregnancy and/or lac-
tation.

Most of these articles represent low levels of evidence
(level 3 and poorer). However a Cochrane review of the
effect of maternal dietary antigen avoidance during
pregnancy and lactation concluded that this is unlikely
to reduce the child's risk of atopic diseases and that
such a diet may adversely affect fetal and/or maternal
nutrition.*’

CONCLUSION

This article attempts to review the current evidence-
based literature on allergic rhinitis and pregnancy, in the
hope of assisting clinicians in treating patients who
require treatment in confidence and safety. The refer-

ence list includes other worthwhile reviews, which

have been marked thus '.3% 3% %8
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Peanut Allergy

Pet Allergy

Seafood Allergy

Soya Allergy

Treatment of Allergic Eczema
Urticaria and Angioedema
Vacuuming and Allergy Control
Wheat Allergy

Patient information sheets can be ordered in batches of 50 from the ALLSA office, tel 021-447-9019,

email mail@allergysa.org

There is no charge for the leaflets, but we do charge for postage.
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