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Aim and Scope: Drug Safety advances the rational use of pharmacotherapy--
by providing a programme of review articles offering guidance- for safe and
effective drug utilisation and prescribing.

The Journal includes:

emer; gll'lg issues

- Leading/current opinion art1desprov1dmgarroverwewofcontentroﬁ< or T

» Definitive reviews on the epldemlology, clinical features, preventlon and

management of adverse effects of an individual drug or drug class when
given at therapeutic dosages or follong overdose

o Benefit-risk assessments providing an in-depth review of adverse effects
and efficacy data for a drug in a specific disease to place the benefit-risk
relationship in clear perspective

* Practical reviews covering drug use’in particular ‘at-risk’ paﬂent groups
to achieve optimal outcomes

o Concept reviews covering issues in pharmacovigilance, nsk minimisation
and medication error prevention -

« Original research articles will also be considered for pubhcatlon

All manuscripts are subject to peer review by international experts. Letters

Editor: Rosie Stather

Publication Manager: June B. Hearne

Editorial Office and Inquiries: Adis International Ltd, 41 Ceritorian Drive,

Private Bag 65901, Mairangi Bay, Auckland 1311, New Zealand. Information

on the preparation of manuscripts will be provided to authors.

E-mail: drugsafety @adis.co.nz http://www.adis.com/drugsaféﬁy

Drug Safety (ISSN 0114-5916) is publishied as 1 volurne with 15 issues by Adis

. International Limited. Annual 2003 institutional subscription price: $US1725.

Personal subscription rate: $US195. For 2003, all subscriptions to Adis titles'
will include electronic access at no extra cost. (Further subscription informa-
tion is given at the back of each issue.)

Policy Statement: Although great care has been taken in compiling the content of ‘

this publication, the publisher and its servants are not responsible or in any way
liable for the currency of the information, for any errors, omissions or inaccu-
racies, or for any consequences arising therefrom. Inclusion or exclusion of any
product does not imply its use is either advocated or rejected. Use of trade names
is for product identification only and does not imply endorsement. Opinions
expressed do not necessarﬂy reflect the views of the Publisher, Editor or Editorial
Board.

Copyright: ©® Adis Data Information BV 2003. All rights reserved throughout the
world and in all languages. No part of this publication may be reproduced, transmit-
ted or stored in any form or by any means either mechanical or electronic, including
photocopying, recording, or through an information storage and retrieval system,
without the written permission of the copyright holder.

The appearance of the code at the top of the first page of an article in this journal
indicates the copyright owner’s consent that copies of the article may be made for
the personal or internal use of specific clients. This consent is given provided
that the fee of $US30 per copy is paid directly to the Copyright Clearance Center
Inc., 222 Rosewood Drive, Danvers, Massachusetts 01923, USA, for copying be-
yond that permitted by sections 107 or 108 of the US Copyright Law. This consent
does notextend to other kinds of copying such as copying for general distribution, for
advertising or promotional purposes, for creating new collective works, or for
resale.
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Safety and Tolerablhty Profiles of
Intranasal Antihistamines and
Intranasal Corticosteroids in the
Treatment of Allergic Rhinitis

Rami Jean Salib and Peter Hugo Howarth

Respiratory Cell and Molecular Biology, Faculty of Medicine, Southampton General Hospital,
Southampton, United Kingdom
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Abstracf

Intranasal corticosteroids and intranasal antihistamines are efficacious topical
therapies in the treatment of allergic rhinitis. This review addresses their relative
roles in the management of this disease, focusing on their safety and tolerability
profiles. The intranasal route of administration delivers drug directly to the target
organ, thereby minimising the potential for the systemic adverse effects that may

be evidentwithroral therapy. Furthermore; the topical routeof delivery enables the ——
use of lower doses of medication. Such therapies, predominantly available as
aqueous formulations following the ban of chlorofluorocarbon propellants, have
minimal local adverse effects.

Intranasal application of therapy can induce sneezing in the hyper-reactive
nose, and transient local irritation has been described with certain formulations.
Intranasal administration of corticosteroids is associated with minor nose bleedmg
in a small proportion of recipients. This effect has been attributed to the vasocon-
strictor activity of the corticosteroid molecules, and is considered to account for
the very rare occurrence of nasal septal perforation. Nasal biopsy studies do not
show any detrimental structural effects within the nasal mucosa with long-term
administration of intranasal corticosteroids. Much attention has focused on the
systemic safety of intranasal application. When administered at standard recom-
mended thérapeutic dosage, the intranasal antihistamines do not cause significant
sedation or impairment of psychomotor function, effects that would be evident
when these agents are administered’orally at a therapeutically relevant dosage.

The systemic bioavailability of intranasal corticosteroids varies from <1% to
up to 40-50% and influences the risk of systemic adverse effects. Because the
dose delivered topically is small, this is not a major consideration, and extensive
studies have not identified significant effects on the hypothalamic-pituitary-
-adrenal axis'with continued treatment. A small effect on growth has been
reported in one study in children receiving a standard dosage over 1 year,
however. This has not been found in prospective studies with the intranasal
corticosteroids that have low systemic bioavailability and therefore the judicious
choice of intranasal formulation, particularly if there is concurrent corticosteroid
inhalation for asthma, is prudent. There is no evidence that such considerations are
relevant to shorter-term use, such as in intermittent or seasonal disease.

Intranasal therapy, which represents a major mdde of drug delivery in allergic
rhinitis, thus has a very favourable benefit/risk ratio and is the preferred route of
administration for corticosteroids in the treatment of this disease, as well as an
important option for antihistaminic therapy, particularly if rapid symptom relief is
required.

® Adiis Datta Information BV 2003. All rights reserved. ) : Drug Safety 2003; 26 (12)
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