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History of allergic rhinitis and risk of asthma;
a systematic review and meta-analysis
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ABSTRACT

Background: Allergic rhinitis has been suspected to be a risk factor for asthma in several studies
but this association is not firmly established. The objective of this study was to synthesize the
evidence of the association between allergic rhinitis and the risk of asthma through a systematic
review and meta-analysis.

Methods: We performed a search in Medline, Scopus, ISI Proceedings databases and other
databases from inception until February 2019, followed by manual search to identify potentially
relevant case-control and cohort studies that reported relative risk estimates and confidence in-
tervals of the association between allergic rhinitis and asthma. Cross-sectional studies were
excluded. Pooled odds ratios (ORs) and 95% confidence intervals (Cls) were calculated using fixed
and random effects models and quality of studies was assessed through a modified version of the
Newcastle-Ottawa scale.

Results: Twenty-nine eligible studies, 22 cohort and 7 case-control studies, with a total of 274489
subjects, were included in the meta-analysis. The results show that history of allergic rhinitis is
significantly associated with the occurrence of asthma (OR = 3.82; 95% Cl: 2.92-4.99). European
studies showed a stronger association (OR = 4.35; (95% CI: 3.12-6.06) than non-European studies
(OR = 2.75; 95% CI: 2.16-3.50), and case-control studies showed a stronger association
(OR = 4.71; 95% Cl: 3.58-6.17) than cohort studies (OR = 3.42; 95% Cl: 2.60-4.50).

Conclusions: This meta-analysis shows that allergic rhinitis is strongly associated with asthma.
Further prospective studies on the effect of treatment of allergic rhinitis on the development of
asthma are needed. Relief of airway allergic manifestations may need dual control of allergic
rhinitis and asthma.

Registration: PROSPERO database with registration number CRD42017055156.
Keywords: Allergic rhinitis, Asthma, Meta-analysis

#HIV/STI Surveillance Research Center, WHO Collaborating Center for HIV http://doi.org/10.1016/j.waojou.2019.100069

Surveillance, Institute for Futures Studies in Health, Kerman University of Received 21 March 2019; Received in revised from 22 August 2019;
Medical Sciences, Kerman, Iran Accepted 11 September 2019

*Corresponding author. Department of Preventive Medicine. Faculty of 1939-4551/© 2019 The Authors. Published by Elsevier Inc. on behalf of
Medicine University of Santiago de Compostela 15782 Santiago de World Allergy Organization. This is an open access article under the CC BY-
Compostela, Spain. E-mail: bahi.takkouche@usc.es NC-ND license (http://creativecommons.org/licenses/by-nc-nd/4.0/).

Full list of author information is available at the end of the article


mailto:bahi.takkouche@usc.es
https://doi.org/10.1016/j.waojou.2019.100069
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://crossmark.crossref.org/dialog/?doi=10.1016/j.waojou.2019.100069&domain=pdf
https://doi.org/10.1016/j.waojou.2019.100069

2 Tohidinik, Mallah, Takkouche World Allergy Organization Journal (2019) 12:100069

http://doi.org/10.1016/j.waojou.2019.100069

INTRODUCTION

Asthma is an important health problem. lts
prevalence is increasing worldwide, especially in
low and middle income countries." The Global
Burden of Disease 2015 estimated that nearly
400 million people around the world suffer from
this condition. Asthma is considered as the 11th
highest cause of Years Lived with Disability
(YLDs) worldwide.?®

Allergic Rhinitis (AR) is a disease the prevalence
of which is increasing in a similar fashion to that of
asthma.” It affects 10-30% of the general
population and is suspected to be a risk factor
for onset of asthma in several epidemiologic
studies.*”” However, most studies of this relation
are of a cross-sectional nature, a design that
could prove inadequate for causal inference.
Furthermore, the remaining case-control and
cohort studies evaluating this association show
effect estimates the magnitude of which vary
considerably from study to study, swaying be-
tween absence of statistically significant associa-
tion,® and extremely strong relationships.? Yet in
2012, the ARIA (Allergic Rhinitis and its Impact
on Asthma) guidelines stated that sophisticated
statistical methods should be implemented in
order to have a more objective view of the link
between AR and asthma.’®

To provide a global assessment and a quanti-
tative summary of the association between AR and
asthma, we performed a systematic review and
meta-analysis of cohort and case-control studies.

METHODS
Search strategy

We searched MEDLINE via Pubmed, Scopus,
the Conference Proceedings Citation Index-
Science (CPCI-S) database, the Open Access
Theses and Dissertations (OATD), and the 5
regional bibliographic databases of the World
Health Organization (WHO) (African Index Medi-
cus, Latin American and Caribbean Health Science
Literature Database, Index Medicus for the Eastern
Mediterranean Region, Index Medicus for South-
East Asia Region, Western Pacific Region Index
Medicus), from inception of each database to the

end of February 2019, without any language limi-
tation. The search strategy was as follows:
((((("Rhinitis, ~ Allergic, Seasonal"[Mesh]) OR
("Rhinitis, Allergic"[Mesh]) OR "allergic rhinitis" OR
rhinitis)))) AND (("Asthma"[Mesh]) OR asthma) AND
(((("Case-Control  Studies"[Mesh]) OR "Cohort
Studies"[Mesh]) OR case-control) OR cohort) for
Medline and equivalent wording in other data-
bases. Due to the nature of exposure, rhinitis, our
meta-analysis had to be based on observational
studies only, in spite of their limitations. No
experimental studies can be carried out on this
topic. To find any additional published study, the
reference lists of all retrieved articles and related
review articles were searched manually. All
searches were performed by two independent
reviewers (HRT and NM) and disagreements about
inclusion of some studies were resolved by
consensus and, when needed, by consulting with a
third party (BT). The review protocol was registered
in  PROSPERO  with  registration  number
CRD42017055156.

Inclusion criteria

Case-control and cohort studies were included
if: 1) the main or secondary outcome was asthma,
2) the exposure of interest or one of the covariates
was allergic rhinitis, 3) they reported a measure of
association between allergic rhinitis and asthma
such as Risk Ratio, Rate Ratio, Odds Ratio and their
variance, standard error or 95% confidence in-
tervals (Cl), or provided enough raw data to
calculate them. Whenever necessary, we contacted
the authors to provide more information for the
calculation of the effect measure or to clarify some
methodologic aspects of the study.”"'* Studies
without comparison group (allergic rhinitis-free in
cohort studies and asthma-free in case-control
studies) and those that did not report measures
of effect nor provide enough information for
calculating them were excluded.”® If a study did
not adjust for any factor, this study was not
excluded but instead, we used its crude
estimate.®'® In case of duplication of a
publication, we included the most complete one.
When we were unable to assess whether two
publications were from the same study, we

contacted their authors to consult about this
issue.”16-21
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Author (Year)

Segura-Navas
et al. (2018)*°

Moshe et al.
(2015)*1

Tormanen et al.
(2018)*?

Carr et al.
(2019)*3

Arnedo et al.
(2007)**

Country

Spain

Israel

Finland

USA

Spain

Source of data

Cohort of
schoolchildren
in Castelldn,
Spain

All-male Israel
Defense Forces
(IDF)®

Cohort of infant
hospitalized for
bronchiolitis

Tucson
Children'’s
Respiratory
Study (TCRS)

Cohort of
schoolchildren
in Castelldn

N° of
cases of
asthma/

cohort
size

44/1280

1984/128591

18/138

117/521

108/1698

N° of
allergic
rhinitis
patients

106

4891

39

87

107

Age at start | Follow-up

of cohort | duration
13-15 10
years years
18-21 3
years years
less than 11-13
6 months years
6 26
years years
6-7years 8
years

RR
(95%Cl)

4.05
(1.71-9.60)

1.86
(1.57-2.21)

4.06
(1.35-12.25)

(2.2-6.1)

3.21
(1.45-7.09)

Adjusting or
matching
variables

Age, sex, family history
asthma, family history
of allergic rhinitis,
history of respiratory
diseases,
breastfeeding, living
place, passive
smoking, mother’s age
at time of birth, and
pet at home

Sex

Age, maternal asthma,
maternal allergy,
parental asthma,
paternal allergy,
maternal and paternal
smoking

age, sex, ethnicity,
maternal asthma,
maternal education,
maternal smoking at
enrolment, and history
of 4 + colds per year

Age, sex, family history
of asthma, family
history of allergic
rhinitis, history of
bronchitis, mother's
age, other respiratory
diseases, passive
smoking, pet at home,
social class.

(continued)
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Author (Year)

Verlato et al.
(2016)*7

Yeh et al.
(2016)12

Pallasaho et al.

(2011)%8

Rochat et al.
(2010)%?

EkerIJu3n1g et al.

(2008)

Shaaban et al.

(2008)7

ltaly

Taiwan

Finland

Germany

Sweden

14 European
countries

Source of data

Italian Study on
Asthma in young
Adults (ISAYA)
and lItalian Study
on the Incidence
of Asthma (ISIA)

National Health
Insurance
Research
Database

FinEsS study,
Helsinki

German
Multicentre
Allergy Study
(MAS) birth
cohort.

Random sample
of general
population from
Stockholm

European
Community
Respiratory
Health Survey
(ECRHS)

N° of
cases of
asthma/

cohort
size

145/5241

187/7599

157/6062

50/1314

159/4479

140/6461

N° of
allergic

rhinitis
patients

517

2130

1387

178

Not
given

1217

20-54
years

35-65
years

20-69
years

20-69
years

20-44
years

Age at start | Follow-up

of cohort | duration

years

11
years

11
years

13
years

10
years

years

RR
(95%Cl)

4.00
(3.68-4.35)

1.84
(1.38-2.45)

2.00
(1.40-2.87)

6.46
(2.93-14.23)

2.21
(1.41-3.48)

3.53
(2.11-5.91)

Adjusting or
matching
variables

Age, sex, occupation,
asthma-like symptoms,
chronic bronchitis,
smoking

Age, sex, co-
morbidities

Age, sex, family history
of asthma, smoking

Age, sex, study center,
parental atopy,
parental education,
maternal smoking
during pregnancy,
siblingship

Age, sex, family history
of asthma, smoking

Age, sex, country,
body mass index, IgE,
FEV1, family history of
asthma, history of
respiratory infection,
smoking
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Morais- Portugal Hospital 70/308 156 6 month-6 8 15.76 Parental asthma,

Almeida et al. database year old years (6.1-40.8) | history of atopic

(2007)%? eczema, history of
food allergy,

attendance of
kindergarten, IgE, age
of onset of symptoms,
allergen sensitization

Porsbjerg et al. | Denmark Civil Registry 45/291 38 7-17 12 1.7 None
(2006)® years years (0.70-3.90)
Polosa_et al. Italy University 161/436 332 18-40 10 7.81 Sex, family history of
(2005)%2 Allergy Clinic years years | (3.05-20.04) | allergy, pet ownership,
database sensitization to
allergens, parental
smoking at home

Linneberg et al. | Denmark Copenhagen 48/1112 | Not given 15-69 8 9.3 Age, sex
(2002)"" Allergy Study years years | (4.38-19.74)

(continued)
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Author (Year)

Huovinen et al.
(1999)3

Strachan et al.
(1996)3%¢

Settipane et al.
(1994)"*

Country

Finland

England,
Scotland
and Wales

USA

Source of data

Finnish Twin
Cohort Study

British 1958
cohort study

Brown University
cohort study

N° of
cases of
asthma/

cohort
size

261/11540

2488/18559

97/1836

N° of
allergic | Age at start| Follow-up
rhinitis of cohort | duration
patients
656 18-45 15
years years
1855 0 33
years
162 18 23
years years

RR
(95%Cl)

3.14
(1.61-6.12)

1.42
(1.33-1.51)

2.92
(1.55-5.48)

Adjusting or
matching
variables

Age, sex, dizygotic/
monozygotic

Age, sex, maternal
age, birth order, social
class, smoking,
gestation,
albuminuria, bleeding
in pregnancy, history
of pneumonia,
whooping cough,
tonsillectomy, eczema,
abdominal pain,
vomiting, and
migraine.

None

Table 1. (Continued) Main characteristics of cohort studies included in the meta-analysis of association between allergic rhinitis and asthma. a. Retrospective cohort study, RR; relative risk, Cl;

Confidence Interval
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Data extraction

Data were extracted using a predefined form
with the following information: first author, year of
publication, country, study design, source of data,
type of population, number of participants, mean
age of participants, measure of association, and
adjustment, restriction or matching factors. The
data were extracted following the same procedure
as that used for the bibliographic searches. The
extraction was carried out independently by 2 au-
thors and discrepancies were resolved by
consensus.

Quality assessment

We assessed the quality of the studies using a
modified version of the Newcastle-Ottawa scale
that we adapted to the needs of this meta-analysis.
We used a common quality assessment form for
both case-control and cohort studies to be able to
use their score in a comprehensive fashion. We first
performed an analysis based on the global score
and then subsequent analyses based on each cri-
terion. The following 5 criteria were considered on
a yes/no basis: 1) whether the target population
was clearly defined or just based on convenience
sampling, 2) whether asthma diagnosis is based on
clinical features and spirometry (flow rate) and/or
reversal after treatment or was only based on
clinical examination, 3) whether rhinitis diagnosis is
based on clinical and lab examination or was
based on questionnaire only, 4) whether or not
asthma symptoms clearly occurred after rhinitis
onset, and 5) whether or not results were adjusted
for age, sex and family history of asthma. Each item
was scored as 0 or 1. Quality assessment was
independently conducted by two investigators
(HRT and NM) and disagreements were solved by
a third investigator (BT).

Statistical methods

Risk Ratios and Rate Ratios in cohort studies and
Odds Ratios in case control studies were consid-
ered as measures of effect in this meta-analysis.
Odds Ratios from case-control studies were
assumed to be unbiased estimates of the Rate
Ratios.?? Heterogeneity among studies was
evaluated via the Ri statistic (the proportion of
total variance due to between-studies variance)?®

as well as the DerSimonian & Laird Q test, in
which a p-value<0.1 was considered as
statistically significant. For pooling the effect size
estimates, the inverse of variance was considered
as the weight for each study. We computed both
fixed effects and random effects estimates, but as
heterogeneity was frequent in subgroup analyses,
we presented random effects data only. For each
study we used the estimate that was adjusted for
the largest number of variables.

We performed subgroup analysis according to
the design of studies, region, age group, quality
score, and items of quality assessment. Cumulative
meta-analysis was conducted to identify any trend
in estimates across time. The Begg's rank correla-
tion test and the Egger regression test were used
to statistically assess publication bias. We also
visually assessed publication bias using a funnel
plot and performed the Trim-and-Fill procedure to
estimate the number of potential missing studies in
our meta-analysis and their effect on the
outcome.?* HEpiMA software®® and STATA 12
(Stata Corp, College Station, TX, USA) were used
for statistical analysis.

RESULTS

We found a total of 29 eligible studies, including
22 cohort studies and 7 case-control studies with a
total of 274,489 subjects."'q"”"I 2,15,16,26-45

Twenty one studies were conducted in Euro-
pean countries and 8 in non-European countries
between 1994 and 2019. Except for 2 articles
published in Spanish®® and German,’? the rest
were written in English. One article comprised 2
independent case-control studies carried out in
different countries. We, therefore, considered
these 2 studies separately.*> Among the studies
that could have been potentially included in our
meta-analysis, we excluded 3 articles7-1?
because of overlap of data with a more
comprehensive study.” Furthermore, we found 3
articles from the same author,’®2%2" 2 of which
were excluded after consulting with the
author.?®?" We also excluded 1 conference
abstract,*® as after contacting the authors, we
were informed that the corresponding study was
published later as a full paper in another
language.? One study was excluded as we could



Author (Year)

Jacob et al.
(2016)°

Coelho et al.
(2016)%¢

Tomic Splrlc et al.

(2007)°

Guerra et al.
(2002)*°

Toren et al.
(2002)%3

Szentpeter% et al.
(A) (2017)*

Country

Germany

Brazil

Serbia

USA

Sweden

Puerto
Rico

Source of data

German
pediatricians
database

Students
registered in
Family Health
Strategy (FHS)
program

Hospital database

Tucson
Epidemiologic
Study of
Obstructive Lung
Diseases

MAP-study

Population-based
case control

Cases/controls

34305/34305

172/379

134/134

173/2177

235/2044

312/297

N° of
allergic
rhinitis
patients

24463

326

Not given

1086

104

67

Age Mean + SD

6-17 years

6-14 years

Cases:

38.96 + 12.37
years
Controls:
39.37 +£12.38
years

Cases:

50.81 £ 19.3 years
Controls:

52.96 £+ 21.2 years

Cases:39.6 4+ 0.82
years
Controls: 36.9 + 0.1
years

Age range: 6-14
years; Cases:
10.06 + 2.6 years

OR
(95%Cl)

5.38
(5.17-5.59)

3.35
(2.24-5.01)

4.8
(3.4-6.7)

(1.9-7.6)

Adjusting or
matching variables

Age, sex, co-
morbidities

Pets, passive
smoking,
consumption of
cooked vegetables,
consumption of fish,
history of eczema,
family history of
allergy, skin tests for
immediate
hypersensitivity
(STIH)

Age, sex, living
place, outpatient/
inpatient status,
history of childhood
lower respiratory
infection, Sinusitis

Age, sex, atopic
status, smoking
status, presence of
COPD

Age, atopy, year of
diagnosis

Age, sex, household
income, parental
asthma, early life
second hand
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not trace its authors to collect the necessary
information to calculate effect measures.® Data
from 2 studies were obtained through contact
with the authors.””'® We did not find any
relevant study published in a book or
dissertation. The main characteristics of the
remaining 29 studies included in this meta-
analysis are summarized in Tables 1 and 2. The
flow diagram presenting the screening process
and the reasons for exclusion is presented in
Fig. 147

smoking, obesity,
diet, lifetime
exposure to gun
violence.

Age, sex, parental
asthma, early life
second hand
smoking, obesity

7.8
(3.5-17.6)

Association of allergic rhinitis and asthma

After pooling the data using the random effect
model, we observed that history of allergic rhinitis
is strongly associated with asthma (pooled Odds
Ratio = 3.82; 95% Cl: 2.92-4.99). Subgroup anal-
ysis showed that this association was weaker for
non European studies (OR = 2.75; 95% CI: 2.16-
3.50) than for European studies (OR = 4.35; 95%
Cl: 3.12-6.06). Although the association was sig-
nificant in both designs, case-control studies
showed a stronger association (OR = 4.71; 95%
Cl: 3.58-6.17) than cohort studies (OR = 3.42;
95% Cl: 2.60-4.50). The association was similar in
studies with low and high quality scores
(OR = 3.86; 95% Cl: 2.49-6.00 versus 3.61; 95%
Cl: 2.97-4.39, respectively), while studies on chil-
dren showed a stronger relation (OR = 4.10; 95%
Cl: 2.56-6.56) than those conducted on adults
(OR = 3.37; 95% Cl: 2.64-4.30). The detailed in-
formation as well as results of other subgroup
analyses are presented in Table 3. In all analyses
(overall and subgroups) there was evidence of
heterogeneity between studies (Table 3, Fig. 2).
Based on the proportion of total variance due to
between-study variance, this heterogeneity was
low for studies with full adjustment and moderate
for the following subgroups: case-control studies,
good quality studies, non-European studies and
studies with adequate diagnosis of asthma and
rhinitis, while this heterogeneity was high for the
rest of subgroups.

10.51 &+ 2.7 years
12.92 + 0.77

Controls:
12.97 + 0.83

Controls:
Cases:

32

121/2169

The Children,
Allergy, Milieu,
Stockholm,
Epidemiological
Survey [BAMSE]
Study

Sweden

Publication bias

The funnel plot of effect size of the studies was
slightly skewed to the right (Fig. 3), and the Begg's
test (p-value = 0.023) provided some evidence for
the presence of small-study effects. However, the
Egger's test showed no evidence of publication

Table 2. Main characteristics of case-control studies included in the meta-analysis of association between allergic rhinitis and asthma. OR; Odds Ratio, Cl; Confidence Interval, SD; Standard

Szentpeterg et al.
Deviation

(B) (2017)*
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1449 records excluded based on title

475 excluded based on abstract

Full-text articles excluded:

Same data as another study (n=5)

No report of useful data in spite of

Records identified through Additional records identified through
c database searching manual search of articles, and recent
_g 730 in ISl proceedings, 3065 in reviews, checking the reference lists;
5] Medline, 207 in OATD and through contact with authors
e (n=4002) (n=13)
c
7}
=

A 4 A 4
PR Records after duplicates removed
(n=2078)
00
=
c
8 A 4
S
2 Records screened |
(n=2078)
v
Full-text articles assessed Cross-sectional design (n=95)
Z for eligibility
:-% (n=154) No report of relation between
= rhinitis and asthma (n=23)
v contacting the author (n=2)
Studies included in the

's meta-analysis
3 (n=29)
©
=

—

Fig. 1 Flow diagram of study selection in systematic review and meta

bias (p-value = 0.66). The Trim-and-Fill procedure
did not impute any study when we applied the
random effects model, while one study was
imputed when the fixed effects model was used.
The pooled OR after inclusion of this study was
3.67 (95% Cl: 3.56-3.78), very close to the original
pooled OR of 3.82 (95% ClI: 2.92-4.99).

To evaluate the possibility of publication bias in
case-control studies, the design most susceptible
to be rejected by journals when results lack sta-
tistical signification, we recalculated our pooled
estimates under the following extreme assump-
tions: 1) published studies listed in Table 2 are
only half of the case-control studies on allergic
rhinitis and risk of asthma ever conducted, 2) all
studies of the unpublished half found null associ-
ations (ie, OR = 1) between allergic rhinitis and
asthma, and 3) on average, the unpublished
studies included as many cases and controls as the

-analysis of history of allergic rhinitis and risk of asthma

published ones. Under these assumptions, the
observed pooled OR was 2.89 (95% ClI: 2.19-3.81)
that was still large enough to support the findings
of our study.

We performed another simulation to evaluate
the robustness of our results to the publication
bias. We calculated how many unpublished nega-
tive (OR = 1) case-control studies with as many
cases and controls as the average number of the
published studies were necessary to reverse our
conclusions. Our simulation showed that 187
negative studies were needed to obtain a pooled
OR of 1.10 (95% CI: 1.06-1.14) and 945 studies to
obtain an OR of 1.01 (95% Cl: 1.003-1.018).

Cumulative meta-analysis

Cumulative meta-analysis by year of publication
showed that the first stable and statistically
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Groups
All studies

Design
Cohort studies
Case-control studies
Region
European
Non European
Age group
Children
Adults
Quality Score
<3
>3

Items of quality assessment:

Proper definition of target population
Yes
No
Proper diagnosis of asthma
Yes
No
Proper diagnosis of Allergic Rhinitis
Yes
No
Clear temporal trend between rhinitis
and occurrence of asthma
Yes
No
Adjustment

Full adjustment
Incomplete adjustment

Number of studies
29

15
14

11
18

12
17

OR (95% ClI)
3.82 (2.92-4.99)

3.42 (2.60-4.50)
4.71 (3.58-6.17)

4.35 (3.
2.75 (2

12-6.
(2.16-3

2
6-

4.10 (2.56-6.56)
3.37 (2.64-4.30)

3.42 (2.62-4.48)
6.26 (3.18-12.30)

3.67 (2.52-5.34)
3.82 (2.92-4.99)

3.55(2.74-4.61)
4.89 (3.26-7.35)

(

3.82 (2.92-4.98)
3.94 (2.77-5.61

5.61)

0.98

0.96
0.70

p- value of Q test
<0.001

<0.001
0.003

<0.001
<0.001

<0.001
<0.001

<0.001
0.006
<0.001

<0.001

<0.001
<0.001

0.001
<0.001

<0.001
0.015

0.057
<0.001

Table 3. Random effects Pooled Odds Ratios (ORs) and 95% confidence intervals (Cls) of allergic rhinitis and asthma in different subgroups. a. Proportion of total variance due to between-

study variance
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First author Year Odds Ratio (95% CI) Weight %
Case-control :
Guerra 2002 - 3.21(2.19, 4.71) 3.85
Toren 2002 e 4.80 (3.40, 6.70) 3.92
Tomic Spiric 2007 : —_—— 30.74 (7.62, 123.98) 1.95
Coelho 2016 —_ 3.35(2.24, 5.01) 3.82
Jacob 2016 e 5.38 (5.17, 5.59) 418
Szentpetery (A) 2017 —_— 3.90 (1.90, 7.60) 3.26
Szentpetery (B) 2017 —— 7.80 (3.50, 17.60) 3.02
Subtotal I<> 4.71 (3.58, 6.18) 24.01
: |
Cohort !
Settipane 1994 —0:— 2.92 (1.55, 5.48) 3.39
Strachan 1996 L 4 : 1.42 (1.33, 1.51) 417
Huovinen 1999 —_——r 3.14 (1.61,6.12) 3.32
Linneberg 2002 : —_—— 9.30 (4.38, 19.74) 3.14
Ronmark 2002 —_— 5.91 (2.76, 12.65) 3.12
Polosa 2005 —e—.— 7.81 (3.05, 20.40) 2.73
Thomsen 2005 - 3.90 (3.31,4.61) 412
Porsbjerg 2006 ——— 1.70 (0.70, 3.90) 2.92
Morais-Almeida 2007 | —— 15.76 (6.10, 40.80) 2.73
Burgess 2007 - 3.16 (2.46, 4.05) 4.03
Arnedo 2007 —r— 3.21 (1.45, 7.09) 3.05
Rzehak 2008 _.._ 4.34 (2.73, 6.90) 3.71
Shaaban 2008 — 3.53(2.11,5.91) 3.62
Ekerjung 2008 —— 2.21(1.41, 3.48) 3.73
Rochat 2010 ——— 6.46 (2.93, 14.23) 3.06
Pallasaho 2011 - : 2.00 (1.40, 2.87) 3.89
Yeh 2015 - 1.84 (1.38, 2.45) 3.99
Moshe 2015 - : 1.86 (1.57, 2.21) 4.11
Verlato 2016 . 4.00 (3.68, 4.35) 4.16
Segura-Navas 2018 —_— 4.05 (1.71, 9.60) 2.91
Tormanen 2018 —_— 4.06 (1.35, 12.25) 244
Carr 2019 —t 3.70 (2.20, 6.10) 3.63
Subtotal <|> 3.42 (2.60, 4.50) 75.99
. 1
Overall <> 3.82(2.92, 4.99) 100.00

|

T ' T
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Fig. 2 Forest plot of the association between history of allergic rhinitis and risk of asthma (random effects)

significant effect was observed after including the
study by Huovinen et al. published in 1999 (pooled
OR = 2.19; 95% Cl: 1.19-4.04).>? The pooled OR
increased up to a value of 3.46 (95% ClI: 1.62-
7.39) after adding the study of Linneberg et al.,

in 2002,"" but subsequent studies did not
change the strength of association in a
meaningful fashion and just increased the

precision of the pooled estimate (Fig. 4).

DISCUSSION

Our meta-analysis showed that allergic rhinitis is
associated with the occurrence of asthma. This
association was observed in all subgroups, albeit
with different magnitudes. A plausible explanation
of this association is provided by the "atopic
march” hypothesis that considers atopic disorders
as a series of consecutive clinical manifestations
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which start with atopic dermatitis, follow with
allergic rhinitis, and end up with asthma as sensi-
tizations in upper and lower airways, respec-
tively.*® A similar view is represented by the “one
airway, one disease” concept, in which AR and
asthma are believed to be but one unique
disease.*?

In a study in human subjects, Braunstahl et al.
revealed that the provocation of nasal mucosa with
allergens results in an increase in lower airways
eosinophilia in patients with AR.*? In addition, the
increase in the risk of asthma after exposure to AR
is supported by some experimental animal studies.
Li et al. showed that exposure of nasal mucosa to
allergens increases the concentration of factors
that are related to asthma such as eosinophils,
interleukin-5 and CD34 cells in peripheral blood
and bone marrow in mice.?"

Another explanation of the relation of allergic
rhinitis and asthma could be represented by the
existence of a common cause for these two dis-
eases, which affects upper and lower airways in
different periods and could play a role of
confounder in this association. Some studies
showed that polymorphisms in the filaggrin gene,
such as R501X and 2282del4, are related to both
AR and asthma.*?*® Also, inhalant allergens, such
as pollen, pets, house dust mites, and moulds
could be predictors of AR and asthma.
Nevertheless, the existence of a strong
confounder that could explain the total of the

13

association observed is unlikely. Even if this
unidentified factor (either a polymorphism or an
environmental factor) could multiply by 5 the risk
of asthma among subjects exposed to it (Relative
Risk confounder-disease = 5) and, at the same
time, this factor is 5 times more prevalent among
people suffering from AR than among the rest of
the population (Relative Risk confounder-
exposure = 5), the adjusted Relative Risk of the
relation rhinitis-asthma would still be 2.30
(assuming one-third of people are exposed to this
unknown factor).®* The existence of a factor so
strongly associated with rhinitis on one side, and
with asthma on the other side, is highly
improbable.

This meta-analysis showed a large amount of
heterogeneity that persisted after stratification in
subgroups. We therefore focused our interpreta-
tion on the random effects estimates as recom-
mended.***® Meta-analysis experts claim that
there is no amount of heterogeneity that is unac-
ceptable provided the eligibility criteria are sound
and the data are correct,®® and that heterogeneity
in meta-analysis, due to the differences in methods
and populations, should be viewed as the
“expectation, rather than the exception”.®”

Publication bias is unlikely to happen in this
meta-analysis because the association remained
strong even after extremely conservative assump-
tions about the potentially related but unpublished
studies. In addition, although the Begg's test
showed some evidence of publication bias,
Egger’s test did not confirm it and the Trim-and-Fill
procedure did not modify the results obtained
previously. Furthermore, to prevent this bias, we
conducted a thorough electronic and manual
search, without any language restriction, in virtually
every available database that could provide arti-
cles, dissertations, and conference abstracts.

Furthermore, the results observed do not
depend on the intrinsic quality of the studies as the
magnitude of the association is similar among
studies deemed to be of high quality and studies
with a lower quality score.

To the best of our knowledge, this study is the
first meta-analysis on this topic. However, there are
previous narrative reviews which have not
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First

author Year
Settipane 1994
Strachan 1996
Huovinen 1999
Toren 2002
Linneberg 2002
Ronmark 2002
Guerra 2002
Polosa 2005
Thomsen 2005
Porsbjerg 2006
Burgess 2007
Tomic Spiric 2007
Morais-Almeida 2007
Arnedo 2007
Ekerjung 2008
Shaaban 2008
Rzehak 2008
Rochat 2010
Pallasaho 2011
Moshe 2015
Yeh 2015
Coelho 2016
Jacob 2016
Verlato 2016
Szentpetery (B) 2017
Szentpetery (A) 2017
Segura-Navas 2018
Tormanen 2018
Carr 2019

OR (95% Cl)

2.92 (1.55, 5.49)

1.89 (0.95, 3.78)
2.19 (1.19, 4.04)
2.77 (1.30, 5.91)
3.46 (1.62, 7.39)
3.76 (1.86, 7.63)
3.65 (2.01, 6.65)
3.96 (2.22, 7.08)
3.93 (2.37, 6.52)
3.66 (2.27, 5.91)
3.60 (2.34, 5.53)
4.00 (2.60, 6.15)
4.39 (2.86, 6.72)
4.29 (2.85, 6.47)
4.07 (2.77, 5.99)
4.03 (2.78, 5.83)
4.05 (2.83, 5.78)
4.15 (2.92, 5.88)
3.95 (2.85, 5.49)
3.72 (2.79, 4.96)
3.55 (2.71, 4.66)
3.54 (2.72, 4.60)
3.75 (2.68, 5.23)
3.71(2.78, 4.95)
3.81(2.87, 5.06)
3.81(2.88, 5.03)
3.82 (2.90, 5.02)
3.82 (2.92, 5.01)
3.82 (2.93, 4.97)
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Fig. 4 Cumulative forest plot of the association between history of allergic rhinitis and risk of asthma

retrieved all related studies or which have included
cross sectional studies, a type of studies which
cannot provide reliable evidence for cause-effect
relationship due to its inability to assess a tempo-
ral trend between the occurrence of AR and that of
asthma. To avoid this bias, our meta-analysis
excluded cross-sectional designs and used
cohort and case-control studies only.

In conclusion, the magnitude of the associa-
tions, and the consistency of the results in different
settings provide strong epidemiological evidence
that people with allergic rhinitis have a higher
odds of asthma occurrence than healthy people.
Further prospective studies on the effect of treat-
ment of allergic rhinitis on the development of
asthma are needed. Relief of airway allergic
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manifestations may need dual control of allergic
rhinitis and asthma.
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