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Abstract

The off-label use of second-generation antihistamines,
used outside of the formal indications authorized by
regulatory authorities, in different age groups, doses or
in special populations, is very common for many allergic,
autoimmune and dermatological diseases. The off-label
use of rupatadine (a second-generation antihistamine
with PAF antagonist activity) in these conditions is re-
viewed here, including in combination with immunother-
apy in the treatment of food allergy or allergic rhinitis,
at high doses in chronic urticaria, and with prescriptions
of less common but challenging conditions such as skin
pruritus or mast cell activation disorders like mastocy-
tosis. Rupatadine use is reviewed herein to confirm if its
off-label management is supported by well-designed

Introduction

This paper reviews current data regarding the day-to-day
use of rupatadine, as an example of a second-generation
antihistamine (sgAH), in a clinical setting, and specifically
its off-label use in patients based on the extensive prac-
tical prescription of this compound over the last 20 years.
Rupatadine is highly selective for histamine HI receptors,
exhibits platelet-activating factor (PAF) antagonist activ-
ity and may cause adverse effects comparable to those
of other sgAHs, as described below.

In general, off-label use can be defined as prescrip-
tions of a medication outside of the formal indications
authorized by regulatory authorities, in a different age
group, or at a different dose than those approved.

The objective of this review is to comment on the off-
label use of rupatadine in clinically relevant situations

clinical trials or by published real-world cases. This review
will contribute to increasing compliance and achieving
better results in clinical practice. Off-label use of rupat-
adine should be left to the discretion of the prescribing
healthcare professional after careful clinical evaluation.

Keywords: allergic rhinitis, antihistamine, chronic spon-
taneous urticaria, mast cell activation disorders, off-label
use, platelet-activating factor, pruritus, rupatadine.
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and to highlight the available evidence and data that
allow the prescriber to optimize disease manage-
ment in clinical practice. In this review, we summarize
the specific clinical evidence regarding the usage of
rupatadine in allergic or autoimmune-related condi-
tions. A synopsis of included case reports and clinical
studies, along with their evidence level, based on the
Oxford Centre for EBM (OCEBM), is presented in Table 1.
In conjunction, we offer a comment on queries made
by healthcare professionals and the medical depart-
ments of authorized, cross-licensing pharmaceutical
companies as answered by the Medical Advice De-
partment of BIOHORM S.L. and the Pharmacovigilance
Department of NOUCOR HEALTH, S.A. It is important to
point out that some of the doubts and responses are
related to the use of rupatadine for indications or at
dosages that are not approved in some countries. Al-
though medical department staff handled answers
to such queries based on the best evidence currently
available, the answers provided herein should not be

lzquierdo |, Casas L, Cabrera S, et al. Drugs Context. 2024;13:2023-9-5. https://doi.org/10.7573/dic.2023-9-5 10f10

ISSN: 1740-4398


https://doi.org/10.7573/dic.2023-9-5
http://drugsincontext.com
https://doi.org/10.7573/dic.2023-9-5

drugsincontext.com

REVIEW How to handle off-label prescriptions of rupatadine, a second-generation

(ponunuo?)

SISDQ WJe}
-Buo| pup wiel-1oys
o Uo NSO pPuL snNId
‘SijIoWLIBP ‘DWez08
yum syusnpd ul you

Buiyoy
ups senoldwl 860x00|q

SHOOM ZG x

Apop/Buw oz 1o (sxeem

SospssIp
upis Buiyoy
18410 PUD NSO

- z  sewlnelo Apupouiubis J01de28a1 4vd pup |H |DL3 [021UlD z1s1y) App/Bui o1 obunid pup smiunid  ‘siipwiep oidoly
IO sIDdA < Ualp|Iyo
sesdpjal (sipeym pup smyun.d) ul App/Bwi o1 'g
pouad Jo uononpal swioidwiAs puo2IIN s1usnod olpipend
pup swoidwAs NSO senoidwl eBpx00|q $1U0SB|0PD/SINPD pup SINPD Ul SOUPORIN
rrsrseve z Jo Juswianoidul J01ds081 4vd pup |H S|P [DOIUIID ur Aop/Bw 0v-0¢ sesop YBIH  e|qionpul pup NSO
suioldwiAs |psou
-uou pup |psbu d1Bla||o uaIp|Iyo |0oyos sjuannd
swoidwAs 10jNoo puw anoiduwll ©6p%00|q SR -o.d 10 p|o sinaA olpIpand ul
el Z  |ospu jo uswanoiduw 101de2a1 4vd pup |H s|ouy jPoIUID 7 x Aop/Bul G 1o 6T Z pabb syusnnd SIuUIYJ o1BI8| Y
siiAlouUN[uoo oibls)p
10 swoldwAs pup subis
suioydwiAs IojNoo a1 Y1IM po10]84100 SYeOM - selbis|o
it z 10 uswanoidwil 1sp4  AjyBiy 810 senIAROD 4vd S|P [POIUID x App/Bwi 0z 10 0l swoldwAs Ipjnoo [oAoun[uod
110
Jo Aopoyje pup A1ejos
S8sPO suonopbal syl anoidwll Ajpexioud 110
|OOIUIO 10 Alllenss pup upoO uonpolpswald pelodel U0 S108]18 8SIBAPD
paysiigndun —  Aousnbalj ayy seonpay auIWIDISIYNUY selles asp) Allooyloads 10N [DOO] pUD OILUSISAS ABJs||o poo4
pe1ppIon|e Usaq 1-1ns 8y jo
10U sby sissusboyrod SyeeM g 1siU Bunnp
uonowal 01BI8||0 |PO0| App/Bwi oL pup 1-11S
‘s108)J0 aloJjeg go bw |
suopopal oIbIg|D  —8pIs PBIDIDOSSD-| -][1S I-111S @lojog  [-1[1S 01 suUonRoOnal
! ¥ [0O0| S21DIOIBWIY ul 4vd 40 8|04 oy1oads soles 8SPD  sieem g x Aop/Bul g o1B18||D 0207 siuIys o168y
(waaso) jusuwpa} uono jo
‘sjoy 92USBPIAS JO [aNT] ayjojasuodsay wsiubysaw pasodo.id adAyeouaping abpsop auippipdny  uonipuod sydads aspasig

*siepiosip |paiBojounwiwilolnb pub 216.18||b [PIBASS 10} dUIpbiPdNI JO 8Sh [2gD]-140 8y} Uo siodal 8sbd pub salpn}s

‘Lo|gpL

2 of 10

lzquierdo |, Casas L, Cabrera S, et al. Drugs Context. 2024;13:2023-9-5. https://doi.org/10.7573/dic.2023-9-5

ISSN: 1740-4398


http://drugsincontext.com
https://doi.org/10.7573/dic.2023-9-5

drugsincontext.com

REVIEW How to handle off-label prescriptions of rupatadine, a second-generation

's19|1g01 Adpusylounwiwll jonBulgns ‘1 -11s ‘Adpisyiounwiwdi 010 ‘110

{(80UBPING-]O-5[8A8| -0 [80USPINS -JO-S[8AB][S8DINOSBI AN DD X0 WY MMM/ [:5d11) BUIDIPSIN PESDE-80UBPIAT 10} 811USD PIOIXO ‘NEID0 ‘OUPOIIN sNosupUOdSs OlUOIYD ‘NSO

ogeon|d

yim peiodwiod (Yo
PUD [DBYM) SUOIIODS!
81q eplpswiwll Jo

snmnud

puD 8IS |0aYM JO
uononpal Aq psuoddns
SI wisiuoyosul

paJelsIuiLPD
AljoononjAydoud

uononal

21q olnbsow SNosupINO

o 14 uononpal 1upouIubis siys 'ebBpx00|q |H [PH} [POIUID aobw ol o1AuanisussiadAn 81q oynbson
Bl Jo
Ayipnb puo (Bulpeym
pupn Buiyoll Ul UonoNpPal uonaloses
pup ‘DIPINIAYODY [|90 ISDUU JBAO S108440 SISO1AD01SOW sleplosip
‘Buiysnyy) swordwiAs oy Jo eboyo0|g olwe1sAs puo UOIIDAROD
& 4 ulluswanoldwl]  PBInIISUOWBP-0JIIA U] |1} [P2IUID s)yeem {7 x B 0g SNosuUPIND 1190 ISP
(waiaoo) juaunpal uonRo. Jo
*sjoy 92UBPINS JO |aNaT ayjojasuodsay wsiubysaw pasodo.id adAyeouaping abpsop auippipdny  uonIpuod syloads aspasia
(penunuod) ‘Lo|qolL

30of10

lzquierdo |, Casas L, Cabrera S, et al. Drugs Context. 2024;13:2023-9-5. https://doi.org/10.7573/dic.2023-9-5

ISSN: 1740-4398


http://drugsincontext.com
https://doi.org/10.7573/dic.2023-9-5
https://www.cebm.ox.ac.uk/resources/levels-of-evidence/ocebm-levels-of-evidence

REVIEW How to handle off-label prescriptions of rupatadine, a second-generation

taken as an endorsement by the pharmaceutical com-
pany (BIOHORM SL; NOUCOR Health S.A, Spain) of the
off-label use of rupatadine. However, in many cases,
unauthorized use may be disseminated by an expert
as a key opinion in their publications or by a research-
er who bases their recommendation on recent findings
obtained through specific research studies.

Data availability statement

Data derived from published articles and data file of the
sponsor.

Review

Allergy-related conditions

Prevention of local allergic reactions with sublingual
allergy immunotherapy

Sublingualimmunotherapy tablets (SLIT-T) are a very com-
mon therapy for patients with allergies, and their safety
and tolerability have been demonstrated in multiple clin-
ical trials. However, approximately 80% of treated patients
experience mild-to-moderate local allergic reactions
(LAR), including sore throat, itchy mouth, itchy ears, itchy
tongue and oedema in the mouth. These effects usually
resolve within 30-60 minutes because SLIT-T-induced LARs
are generally acute allergic reactions similar to skin-prick
tests or reactions caused by environmental allergens. The
allergen that is introduced into the oral mucosa with this
therapeutic modality leads to an acute allergic response
mediated by IgE, in which histamine, PAF and other media-
tors participate in a relevant way.

Some cases of LAR after SLT-T therapy have recently
been treated or pre-treated with rupatadine to assess
the effectiveness of this sgAH against this type of acute
local reaction? It is interesting to note that three of the
cases were pre-treated with another sgAH to prevent LAR
but the reaction continued and was upsetting enough
for patients to discontinue SLIT-T. In these three cases,
SLIT-T treatment was restarted in conjunction with ru-
patadine at the labelled dose and form (oral solution or
tablets), and the LAR clearly remitted or the symptoms
were reduced faster in relation to using other sgAHs". The
pathogenesis of LAR has not been elucidated, but PAF
is known to have an active role in allergic inflammation
and sensitivity reactions and anti-PAF agents have the
ability to ameliorate these effects3® This finding shows
that rupatadine possibly has advantages over con-
ventional sgAHs in the treatment of LAR due to its duall
mechanism of action. In summary, the use of rupatadine
resolved LAR associated with SLIT-T treatment and rupat-
adine pre-treatment appeared to mitigate subsequent
LAR. Thus, rupatadine may be an option to prevent and
mitigate unwanted SLIT-T side-effects.

drugsincontext.com

Improvement of oral immunotherapy tolerance in
food allergy

Food allergy is an increasing global health problem, af-
fecting more than 8% of children and adults in western
countries and rising in other parts of Asia and South Africa,
mainly in urban environments® In addition to the signifi-
cant impact that food restriction has on the affected in-
dividuals, food allergies influence the lives of patients, their
families and the community. Oral immunotherapy (OIT)
has been employed in recent years to increase the thresh-
old of Ige-mediated responses to allergenic foods, for ex-
ample, cow's milk, egg and peanuts. However, OIT is often
associated with significant systemic and local adverse
effects, including gastrointestinal, respiratory and cutane-
ous manifestations that limit compliance, hinder a good
immunotherapy progression to sufficient allergen doses,
and represent a major barrier to implementing an effec-
tive treatment regimen.” Presently, there is no consensus
as to whether antihistamine premedication could improve
such conditions. More recently, antihistamine premedica-
tion was shown to be able to markedly improve the safety
and efficacy of OIT by reducing the frequency and severity
of these reactions.®®

We have been informed of clinical cases employing off-
label use of rupatadine in paediatric food allergy in pa-
tients undergoing several immunotherapy regimens. The
outcome was d reduced number and intensity of ad-
verse effects and the facilitation of reintroduction of smalll
amounts of food. Concretely, we received notifications of
the usage of rupatadine oral solution or tablets to pre-
treat patients undergoing OIT; unfortunately, these findings
have not yet been published. Further well-controlled stud-
ies should be conducted to clarify the use of sgAHs and
rupatadine in these IgE-mediated food allergy reactions.

Conjunctival allergies

Many allergens reaching the ocular surface trig-
ger allergic reactions presenting as several forms of
conjunctivitis, mainly occurring as seasonal allergic
conjunctivitis or, less frequently, as perennial aller-
gic conjunctivitis. This ocular inflammatory disorder
is mediated by multiple effector cells located in the
conjunctiva and cornea that interact during the initia-
tion and progression of the pathological process. Mast
cell mediators, particularly histamine and PAF, trigger
and maintain the acute and late phases of the aller-
gic cascade.® PAF and its receptor mRNA are present
in the corneq, iris, ciliary body, retinal ganglion cells,
microglial cells and blood vessels of the choroid, and
it is also known that PAF is released into the tear fiim
upon conjunctival provocation." Moreover, PAF caus-
es the accumulation of eosinophils and increases the
upregulation expression of PAF receptors, which in turn
improves vascular permeability, oedema and ocular
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itching. All these PAF-mediated effects are highly cor-
related with allergic conjunctivitis symptoms. It has
been postulated that a combined treatment with an
antihistamine and PAF-receptor antagonists would
allow possible additive and/or synergistic effects for
good control of ophthalmic inflammatory symptoms.'°

Several clinical trials, in multiple geographic locations
in Europe have demonstrated that rupatadine not only
significantly reduces runny nose, sheezing and nasal
itching but also significantly reduces ocular itch in pa-
tients with rhinitis when treated over a 4-week dosing
period.”® All these data support the prescription of ru-
patadine in patients with rhinoconjunctivitis as a first line
of treatment.

Allergic rhinitis in paediatric patients

Off-label or unlicensed medicine use is very common
in paediatric practice, ranging from 1% to 80%, and is a
predisposing factor for adverse events (23-60%).* This
off-label use is common for many paediatric illnesses,
including allergic disease. In general, off-label prescrip-
tion rates range from 11% to 37% in children treated in the
community setting, and up to 62% in children in paediat-
ric hospital wards.® This important prescriptive practice,
outside the conditions of authorized use, is undoubted-
ly influenced by several factors, one of them being the
paucity of clinical evidence available for children of pre-
school age. It is curious that very few clinical studies of
SgAHs have been designed or conducted for this age
group.® The methodological and ethical inconveniences
of carrying out a clinical study in this age group are gen-
erally considered too high to be practical. Thus, efficacy
studies in allergic rhinitis are very sparse for children un-
der 6 years of age. This is true even for sgAHs that are
commonly prescribed for those ages, where the only
data available are open safety studies at an extrapo-
lated dose obtained from previous studies with adults
and/or adolescents/® Rupatadine is a valid therapeutic
option for these ages due to its development and ap-
proved clinical efficacy studies in children over 2 years of
age'”® following current recommendations in paediatric
guidelines.”®

Another factor that contributes to this excessive off-label
prescription is the variety of sgAHs authorized in different
countries with different approved age ranges. For exam-
ple, levocetirizine was approved by the FDA in 2009 for
use in children and infants from 6 months of age? after
the publication of long-term trials that demonstrated
its safety in this paediatric population. In contrast, in Eu-
ropean countries, levocetirizine is still only approved for
children over 2 years of age; therefore, off-label use in
children 6 months to 2 years old is very high in countries
such as Portugal, for example?

drugsincontext.com

Dermatology-related conditions

Oft-label dosages in chronic spontaneous and
inducible urticarias

The overall prevalence of chronic spontaneous urticar-
ia (CSU) has been estimated to be between 1% and 15%
in the general population, with a lifetime prevalence
of 15-30%; acute spontaneous urticaria represents the
most common clinical form.?2 Treatment with sgAHs is
established with level 1 evidence and a grade A recom-
mendation in patients with CSU.2% At the approved dose,
however, complete freedom from symptoms can only
be obtained in a small number of patients, and more
than 50% of individuals with CSU do not achieve com-
plete symptom control with treatment.

From real-world clinical data, patients with CSU can be
categorized into one of three groups: (1) responders to the
currently approved doses of sgAHs; (2) non-responders
to the currently approved doses but responders to an
up-dosing strategy of sgAHs; and (3) non-responders to
sgAHs at any dosage.® These three groups do not neces-
sarily relate only to different patients but also to different
periods of the disease in the same patient. For those in the
second group, the current clinical guidelines recommmend
a dose increase of up to four times the approved dose?
as an off-label prescription. This strategy is supported in
the case of some sgAHs because their manufacturers
have performed clinical studies exploring the level of effi-
cacy and safety up to four times the regular dose.®

Theefficacyofrupatadineinthetreatmentofmoderate-
to-severe CSU was evaluated in several well-designed
randomized placebo-controlled trials in white and
Japanese patients.?6?” These studies showed that ru-
patadine at 10 mg and 20 mg once daily significantly
reduced CSU symptoms and improved the quality of
life. A pooled analysis of several clinical studies was
performed based on the clinical response of patients
with criteria defined as the percentage of patients, af-
ter 4 weeks of treatment, who exhibited a reduction
of symptoms by at least 50% or 75% compared with
baseline. Responder rates (50%) as assessed by ur-
ticaria activity score over 7 days were 65%, 73% and
44% in patients treated with rupatadine at 10 mg,
20 mg and placebo, respectively. Finally, the weekly
urticaria activity score reported a significant reduc-
tion of at least 75% in the 10 mg (35%) and 20 mg (48%)
rupatadine groups when compared with the placebo
group (14%).26 These results are in line with the recom-
mendation of current guidelines for the treatment of
urticaria and support the use of off-label prescription
of rupatadine in patients with urticaria.?* Studies using
off-label 20 mg and 40 mg doses of rupatadine have
also been performed on a type of chronic inducible
urticaria (CIndU) named cold urticaria. These studies
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were designed as randomized, double-blind, place-
bo-controlled, crossover studies, and demonstrated
that both 20 mg and 40 mg were effective in reducing
cold-induced symptoms and in lowering the critical
temperature threshold, which is the lowest tempera-
ture necessary to induce a clinical response of wheals
and rashes.??° Other sgAHs have no long-term use
evidence in CIndU, and only evaluate outcomes up
to 2-4 weeks, whereas 20 mg rupatadine was fol-
lowed-up in a long-term (1 year) prospective clinical
study of patients with CIndU,*® showing good control
of disease symptoms by using a continuous treatment
regimen instead of on-demand therapy.

Although the widespread use of these off-label doses in
patients with CSU or CindU is observed in clinical prac-
tice, it seems that patients with the most severe disease,
with a history of frequent relapses and/or poor response,
do not access assessment in efficacy trials in significant
proportions, which would account for the ‘lower doses’
usually being approved and being less effective in a
non-negligible proportion of patients with more severe
disease in clinical practice. We are currently investi-
gating the management of CSU and CindU by record-
ing real-world patient data in a retrospective cohort
with 5 years follow-up. As expected, in clinical practice,
specialists prescribe off-label doses in more than half
of patients treated with rupatadine and in a lower per-
centage of patients treated in combination with other
therapeutic options (e.g. cyclosporine or omalizumab).

Finally, because urticaria is not an exclusive histamine-
mediated disease and other mediators and inflammatory
infiltrates are also involved in its pathogenesis, a variable
percentage of patients does not respond to treatment
with sgAHs, as previously mentioned.?® PAF could be a key
player in the pathogenesis of chronic urticaria. Indeed, in-
tradermal injection of PAF has been found to induce wheal
and flare reactions in human skin that are not associated
with histamine release and, therefore, appear to be inde-
pendent of mast cell degranulation®*2 A couple of recent
studies showed that PAF serum levels could be a signifi-
cant predictor of a poor response to off-label, high-dose
SgAH. Therapeutic strategies to inhibit PAF or to stimulate
PAF-acetylhydrolase may be beneficial for patients with
SsgAH-refractory CSU.3%%

Pruritus related to skin diseases

The interaction of histamine with its receptors, located on
the sensory nerve endings, is responsible for the reflex er-
ythema and pruritus associated with several diseases.®®
Various substances delivered into the dermis are prurito-
genic, for example, biogenic amines, neuropeptides, pro-
teinases, cytokines, acetylcholine, opiates, PAF-like lipids
and prostaglandins.®® It has been postulated that, in

drugsincontext.com

addition to the Hil-receptor inhibitory effects of conven-
tional antihistamines, other effects such as PAF receptor
inhibition may improve the itching response. In fact, PAF
receptors, like Hl receptors, are G protein-coupled recep-
tors, the ‘dual’ activity of which would amplify the inhib-
itory effect of these receptors and could reduce itching
more effectively.®®

Although H1 antihistamines are not approved as a treat-
ment for pruritus and prurigo, they are frequently used
off-label in these diseases. Current Japanese guidelines
recommend the use of a vast array of (mostly off-label)
drugs with different mechanisms, including antihista-
mines, gabapentinoids, antidepressants, immunosup-
pressive drugs and p-opioid receptor antagonists, to
treat pruritus.® The Japanese guidelines state that the
use of antihistamines can be considered as an initial
treatment; although double-blind studies on antihista-
mines for cutaneous pruritus have not been conducted
(Level C1), their use may be considered.

Clinical evidence is available in Japan, where doses of
10 mg and 20 mg of rupatadine were evaluated in a pro-
spective clinical trial and both doses are authorized for
the treatment of itchy skin diseases.*° Despite the use of
SgAHs for pruritus or prurigo in Japan, in many western
countries, sgAHs are not indicated for itching and must
be prescribed off-label to treat the symptoms. Therefore,
off-label prescription of sgAH for symptomatic treat-
ment is common for a multitude of dermatological and/
or systemic diseases, where chronic pruritus is the main
symptom. These dermatological diseases include scar-
ring and non-scarring alopecia, acne, Darier disease,
eosinophilic dermatoses, paraneoplastic dermatoses,
psoriasis, lichen nitidus, radiation dermatitis, skin dyses-
thesia and cutaneous malignancies. However, most of
these pathologies have only been documented at best
as case reports or cohort studies.* Therefore, more ran-
domized controlled trials are needed to evaluate the
true clinical efficacy.

Mast cell activation disorders

Mast cell activation disorders (MCADs) are a rare, het-
erogeneous group of diseases characterized by an ab-
normal proliferation and accumulation of mast cells
in one or more organs of the body. These cells release
large amounts of histamine and other chemical medi-
ators into the bloodstream, causing symptoms such as
skin rash, itchy skin and hot flushes.*? Clinically, patients
may experience skin lesions and symptoms related to
the release of mast cell mediators (histamine, PAF, leu-
kotrienes or prostaglandins), which can dramatically
impact their quality of life.

The off-label use of sgAHs is routinely prescribed to ac-
celerate the diagnosis of MCADs in many patients and
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also to prevent or reduce the effects of the released
mast cell mediators; for example, sgAHs and/or hista-
mine type 2 receptor antagonists are used to mitigate
the effects of histamine release. Such medications are
typically given in a stepwise dosage on a regular (dai-
ly or twice-daily) basis for a 3-6-month trial period. If
a patient responds appropriately to this treatment, a
diagnosis of MCADs is probable. Despite this common
application, no evidence-based studies showing effi-
cacy of sgAH in the treatment of MCADs has been per-
formed during the last two decades® In general, only
very sparse data from small studies (enrolling 8-15 pa-
tients) have been published, and these use agents and/
or dosing regimens that are now less commonly used
in clinical practice (i.e. azelastine, chlorpheniramine, hy-
droxyzine and ketotifen).

The pharmacological profile of rupatadine offers some
benefits as a strong antagonist of both histamine H1 and
PAF receptors. Rupatadine has demonstrated, in vitro, its
unique capacity to block the effects of mast cell secre-
tions.* Treatment with 20 mg of rupatadine was shown
to cause a clear improvement in Darier’s sign in a dou-
ble-blind crossover study (compared with placebo) in
patients with MCAD after a standardized skin challenge.
Additionally, there were statistically significant reductions
in the severity of skin reactions, flushing, tachycardia and
headache but not gastrointestinal symptoms during the
rupatadine treatment period compared with placebo.#

In conclusion, rupatadine has shown moderate efficacy
in MCADs. It is, however, urgent to investigate the use of
this and other sgAHs in the treatment of primary MCADs.
Well-executed dose-response studies are also needed
given that high-dose treatment with sgAHs is now recom-
mended in much the same way as in the CSU guidelines.2*

drugsincontext.com

Cutaneous allergy after mosquito bites

Mosquitoes cause uncomfortable skin reactions after a bite
such as immediate hives or wheals and delayed papules
in children and adults. People exposed for the first time to
the bites of certain mosquito species are first non-reactive
but, after repeated bites, they can become sensitized and
persist for years*® In heavily exposed areas, such as Nor-
dic countries in Europe, Canada and Japan, children and
most adults are more sensitized and react to the bites of
the most prevalent mosquitoes such as the Aedes genus.

Allergic reactions, including severe local and systemic re-
actions to mosquito bites, are immunological in nature,
and involve IgE, IgG and T lymphocyte-mediated hyper-
sensitivities in response to allergens in mosquito saliva.#’
In agreement with this, off-label use of oral sgAHs in adults
and in children has been shown to decrease whealing
and accompanying pruritus in placebo-controlled trials.*
Rupatadine 10 mg is effective in reducing itching and
wheals associated with mosquito bite allergy as evaluat-
ed in a double-blind, placebo-controlled study.*

Conclusion

This review aimed to increase clinicians’ awareness of
off-label prescription of sgAHs, specifically rupatadine,
to increase the available clinical information, provide a
justification for its use, assess the benefits relative to the
risks, increase complionce and treatment adherence,
and to contribute to achieving better treatment results
in clinical practice. Additional, well-designed studies
are encouraged given the relatively low cost and safe-
ty of sgAHs and the likely benefits of their use on dis-
ease symptoms and costs of healthcare compared with
more expensive therapies.
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