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Abstract. – OBJECTIVE: Previous stud-
ies have indicated that β2-adrenergic recep-
tor (ADRB2) genetic polymorphism is related 
to the risk of asthma, but the results still have 
some controversy and uncertainty. To this end, 
the meta-analysis was performed, including all 
studies that can be used to assess the correla-
tion between ADRB2 polymorphism and asth-
ma susceptibility.

MATERIALS AND METHODS: The related 
papers on ADRB2 polymorphisms and asthma 
were systematically reviewed in databases of 
PubMed, EMBASE, Cochrane Library, and Wan-
Fang, Odds ratios (ORs) and corresponding 95% 
confidence intervals (95% CIs) were measured. 
The sensitivity analysis and publication bias 
were evaluated to investigate the correlation.

RESULTS: This meta-analysis included 57 pa-
pers in total involving 11,157 cases and 12,281 
controls. Results illustrated that the C79G vari-
ant genotypes owned a reduced effect on asth-
ma susceptibility (G vs. C: OR=0.94, p=0.037). 
In the age stratification analysis, C79G polymor-
phism owned a reduced effect on asthma risk 
for children (GG vs. CC: OR=0.69, p=0.002; GG 
vs. CC+CG: OR=0.65, p<0.001). Furthermore, in 
the ethnic stratification analysis, the C79G vari-
ant genotypes also owned a reduced effect on 
asthma in Asians (GG vs. CC: OR=0.80, p=0.027; 
GG vs. CC+CG: OR=0.81, p=0.02). Besides, for 
A46G polymorphism, the ethnic stratification 
analysis demonstrated that the A46G variant 
owned an increased effect on asthma suscep-
tibility among Caucasians (G vs. A: OR=1.15, 
p=0.043). For C491T polymorphism, a consider-
able reduced effect was found between C491T 
and asthma susceptibility for children (CT vs. 
CC: OR=0.70, p=0.03). In the ethnic stratification 
analysis, the effect was also considerable in the 
Caucasian subjects. 

CONCLUSIONS: The present meta-analysis 
demonstrated that C79G and C491T polymor-
phism may be a defensive factor for asthma, 
while A46G polymorphism may be a risk factor 
for asthma among the Caucasian population.

Key Words
Asthma, ADRB2, Polymorphism, Meta-analysis, Sus-

ceptibility.

Abbreviations

OR, odds ratios; CI, confidence intervals; ADRB2, 
β2-adrenergic receptors; NA, not available; HWE, Har-
dy-Weinberg equilibrium; PCR, polymerase chain reac-
tion; RFLP, restriction fragment length polymorphism; 
F, fixed-effects model; R, random-effects model.

Introduction

As a common chronic inflammatory respirato-
ry disease, asthma is characterized by the chronic 
airway hyper-responsiveness and intermittent air-
flow obstruction, leading to wheezing, chest tight-
ness and shortness of breath1. In recent decades, 
the number of asthma patients has increased 
worldwide, placing heavy financial burdens to the 
family and society2,3. In etiology, environmental 
factors such as allergens, genetic variation, and 
air pollution, are interacted with various suscep-
tibility genes, contributing to asthma diseases4. 
So, far more than 100 candidate genes and single 
nucleotide polymorphism are reported to be asso-
ciated with asthma5,6.

As the superfamily members of G protein-cou-
pled receptors, β2-Adrenergic receptors (ADRB2) 
mediate the catecholamine-induced activation of 
the adenylate cyclase signaling cascade, which 
is a considerable mechanism in smooth muscle 
relaxation7. β2-Adrenergic receptors agonists are 
adopted as the premiere bronchodilator therapy 
to asthma because the activated ADRB2 leads to 
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the enlargement of small airways. Chromosome 
5q31-q32, which is mapped to ADRB2 receptor in 
the gene encoding, is considered to carry an asth-
ma susceptibility, atopic or bronchial hyper-re-
sponsiveness locus8-10. 

Although previous research on the correla-
tion between the A46G, C79G, and C491T of the 
ADRB2 gene and asthma susceptibility has been 
studied, results are controvertible and inconclu-
sive11-17. It is hypothesized that inconsistent findings 
may have resulted from either insufficient sample 
size in a single study or genetic heterogeneity of 
ADRB2 genetic variants in different populations. 
Hence, a comprehensive meta-analysis was carried 
out through all the available studies to investigate 
the correlation between ADRB2 genetic polymor-
phisms and asthma susceptibility, concentrating on 
A46G, C79G, and C491T polymorphism.

Materials and Methods 

Search Strategy
The literature search has been conducted in 

EMBASE, PubMed, Cochrane Library, and Wan-
Fang until August 2018. Keywords in electronic 
searches include terms of “asthma” or “allergic” 
or “atopy”, “polymorphism*” or “variant*” or 
“mutation”, “ADRB2” or “β2-AR” or “β2-adren-
ergic receptor”. In addition, this analysis only fo-
cused on studies written in Chinese and English. 

Exclusion and Inclusion Standards
Titles and abstracts were examined by two 

authors to identify the relevance in these stud-
ies. If case-control studies have been published 
in accordance with the following requirements, 
they have been involved in this meta-analysis: (1) 
case-control studies on human beings; (2) there 
are sufficient data for the evaluation of odds ra-
tios (ORs) and 95% confidence interval (CI), and 
p-value; (3) the correlation between asthma sus-
ceptibility and ADRB2 genetic variants (A46G, 
C79G, and C491T) is accessed. Furthermore, (1) 
duplication of published articles; (2) review arti-
cles, letters, and case reports; (3) studies on case 
groups only, were exclusive in this meta-analysis.

Data Extraction
Data from all available studies were carefully 

concluded by two independent investigators. The 
data included the following items: (1) frequency 
of controls and cases, involved genes and HWE 
status in controls; (2) detailed information about 

the published papers, including the publication 
date, the first author name, age group of the case, 
country, and ethnicity. If there was a divergence 
between two investigators, the issue was dis-
cussed to reach an agreement.

Statistical Analysis
The correlation strength between asthma sus-

ceptibility and ADRB2 genetic variants (A46G, 
C79G, and C491T) was evaluated by ORs with 95% 
CI. Stratified analyses were performed based on eth-
nicity, and age group in cases. The pooled ORs were 
measured for the following models, namely allelic, 
dominant, homozygote, recessive, and heterozy-
gote. The Q-test and I2 statistics were adopted for the 
quantification of statistical heterogeneity. The ran-
dom-effect framework was performed if there was 
a significant heterogeneity (p<0.05 or I2>50%)18; or, 
the fixed effects framework was utilized19. The sta-
bility of the results was evaluated in the sensitivity 
analysis by eliminating each eligible study every 
time. Egger’s and Begg’s tests (p<0.05 was consid-
ered significant) were also involved to evaluate the 
potential publication bias. STATA 15.0 (StataCorp 
LP, College Station, TX, USA) was used to conduct 
all the analyses. p<0.05 in the two-tail test suggested 
that the difference had statistical significance.

Results

Collection of Qualified Studies
Figure 1 reveals the process of the qualified study 

collection. Based on the mentioned searching meth-
od, 1056 potential publications were identified from 
the initial search through PubMed, EMBASE, Co-
chrane Library, and Wanfang Databases. After re-
moving duplicate papers, titles and abstracts of the 
remained papers were evaluated based on exclusion 
and inclusion standards. Finally, 163 studies were 
left for the following research. With the exclusion of 
ineligible studies, 57 case-control studies were read, 
involving 11,157 cases and 12,281 controls11-14,16,20-70. 
The distribution of the ADRB2 gene polymorphism 
(A46G, C79G, and C491T) in control was inconsis-
tent with HWE in three studies30,68,71. The characteris-
tics of each study are shown in Table I.

Correlation of A46G Polymorphism 
With Asthma Risk

A meta-analysis of the A46G polymorphism 
comprised 55 studies with 10,621 asthma pa-
tients and 12,106 controls. In the overall analysis, 
no considerable correlation was proved between 
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asthma susceptibility and the A46G polymor-
phism. In the age stratification analysis, no con-
siderable correlation was discovered between the 
A46G polymorphism and asthma susceptibility 
under any model. While in the ethnic stratifica-
tion analysis, a statistically considerable correla-
tion was proved in Caucasians (G vs. A: OR=1.15, 
p=0.043), as shown in Table II and Figure 2.

Correlation of C79G Polymorphism 
With Asthma Risk

Totally, 44 studies with 7800 asthma patients 
and 9214 control subjects were involved to evalu-
ate the correlation between asthma susceptibility 
and C79G genetic polymorphism. A statistically 
considerable correlation was detected between 
C79G and asthma susceptibility in the allelic 
model (G vs. C: OR=0.94, p=0.037). The subgroup 
analysis of age demonstrated that there was a con-
siderable reduced asthma risk for children (GG 
vs. CC: OR=0.70, 95% CI=0.55-0.90, p=0.005; 
GG vs. CC+CG: OR=0.65, 95% CI=0.52-0.82, 
p<0.001), as shown in Figures 3 and 4. To fur-
ther assess the correlation between the C79G and 
asthma risk, an ethnic subgroup analysis was 

conducted. C79G polymorphism owned a sig-
nificantly reduced effect on asthma susceptibility 
in Asians (GG vs. CC: OR=0.80, 95% CI=0.66-
0.98, p=0.027; GG vs. CC+CG: OR=0.80, 95% 
CI=0.66-0.97, p=0.02), as shown in Figures 5 and 
6. Results are shown in Table III.

Correlation of C491T Polymorphism
With Asthma Risk

The correlation between the C491T polymor-
phism and asthma susceptibility was measured in 
eight studies containing 2038 asthma patients and 
3634 control subjects. No considerable correlation 
was observed between the C491T polymorphism 
and asthma susceptibility in any comparison of 
genetic models in the population, as shown in Ta-
ble IV. The age stratification analysis suggested 
that a considerable correlation existed between 
C491T polymorphism and asthma susceptibility 
for children (CT vs. CC: OR=0.67, 95% CI=0.51-
0.89, p=0.005). Besides, the ethnic stratification 
analysis revealed that, in Caucasian subjects, a 
statistically considerable correlation of C491T and 
asthma risk existed in heterozygous models (CT 
vs. CC: OR=0.52, 95% CI=0.29-0.94, p=0.03).

Figure 1. Flow chart of study 
selection in this meta-analysis.
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Figure 2. Forest plot on the association between the A46G polymorphism and asthma susceptibility in Caucasians.
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Sensitivity Analysis and Publication Bias
Sensitivity analysis was performed by exclud-

ing any study in sequence. The results showed that 
these conclusions were accurate and reliable in all 
genetic models when removing studies that deviat-
ed from HWE, as shown in Figure 7. The potential 

bias of the publication was examined by Begg’s 
and Egger’s test72,73. As shown in Figure 8, the 
symmetrical shape of the funnel plot indicated that 
the publication bias was excluded in any genetic 
model, except for the co-dominant model of A46G 
polymorphism. Results are shown in Table II-IV.

Figure 3. Forest plot on the association between the C79G polymorphism and asthma susceptibility stratified by age group 
in the co-dominant model.
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Discussion

Asthma is a common allergic respiratory dis-
ease caused by an intricate interplay of genetic 
and environmental factors. Several high-risk en-
vironmental factors have been recognized, and 
it has also ben found that several genes are cor-

related with pathological regulation of asthma74-76. 
ADRB2, which encodes the β2-adrenergic recep-
tor, is a possible risk gene for asthma. This receptor 
lives in airway smooth muscle cells, resulting in 
the bronchiectasis caused by interactions between 
the receptor and the complete set of molecules such 
as hormones and small molecule compounds77. 

Figure 4. Forest plot on the association between the C79G polymorphism and asthma susceptibility stratified by age group 
in the recessive model.ww
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Previous studies11-17 have indicated that ADRB2 
genetic polymorphism is correlated with asthma 
susceptibility, but the results were still debatable 
and controversial. To resolve the contradictory 
findings, this meta-analysis was conducted to pre-
cisely investigate the correlation between asthma 
susceptibility and the ADRB2 genetic polymor-
phism.

In the current meta-analysis, 57 case-control 
studies of 11,157 cases and 12,281 controls were 
systematically adopted to assess the correlation 
between the A46G, C79G, and C491T polymor-
phisms in the ADRB2 gene and asthma sus-
ceptibility. By the combined results, A46G, and 
C491T have not been shown to be correlated with 
asthma risk in the entire population. In the eth-

Figure 5. Forest plot on the association between the C79G polymorphism and asthma susceptibility stratified by ethnicity in 
the co-dominant model.
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nic stratification analysis, an increased asthma 
susceptibility was only observed with the A46G 
polymorphism in Caucasians, and the defensive 
effect of C491T polymorphism was also detected 
in Caucasians. In the age stratification analysis, a 
defensive effect was only observed in the C491T 
polymorphism for adult and only in the co-dom-
inant model. As for the C79G polymorphism, a 

statistically considerable correlation was detected 
in the whole population in the allelic model. The 
ethnic stratification analysis indicated that there 
was a defensive effect of C79G polymorphism on 
asthma risk in Asians. Similarly, a defensive ef-
fect from the C79G polymorphism was detected 
for children in the comparison between co-domi-
nant and recessive models.

Figure 6. Forest plot on the association between the C79G polymorphism and asthma susceptibility stratified by ethnicity in 
the recessive model.
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Several meta-analyses have explored the cor-
relation between the ADRB2 polymorphisms 
and asthma susceptibility. In 2004, the first me-
ta-analysis was conducted to assess the correla-
tion between the two polymorphisms (A46G and 
C79G) and asthma susceptibility by Migita et al78. 
It was reported that these two common polymor-
phisms do not contribute to the risk of asthma78. 
However, this conclusion is contradictory to the 
findings in the current study. A larger systemat-
ic meta-analysis was conducted to investigate the 
correlation between the ADRB2 polymorphisms 
(A46G and C79G) and asthma susceptibility by 
Xie et al17. According to their work, A46G and 
C79G are probably risk factors for asthma in 
Asians and adults, respectively. This conclusion 
is in contrast with the conclusion of the ethnic 
or age stratification analyses, in which the A46G 
polymorphism may increase asthma susceptibil-
ity in Caucasians and the C79G polymorphism 
may have a defensive effect on the asthma risk 
in Asians and Children. The latest meta-analysis 
by Khan et al15 demonstrated that the A46G and 
C79G polymorphism in the ADRB2 gene does 
not contribute to the risk for asthma. This result is 
contradictory with the results of this study.

However, there are some limitations in this 
meta-analysis. Firstly, the majority populations 
included in the present study are of Asian eth-
nicity. Future research needs more people of dif-
ferent races. Secondly, publication bias should be 
considered. There was almost no publication bias 
in any genetic model, except for the co-dominant 
model of A46G polymorphism. Finally, although 
relevant published articles in other languages 
were not considered, a language bias might have 
occurred in this meta-analysis, because it contains 
only Chinese and English language literature.

Conclusions

We found that the C79G polymorphism may 
have a defensive effect on asthma risk for Asians 
and children, the C491T polymorphism may have 
a defensive factor against asthma in Caucasians 
and adults. Additionally, the A46G polymorphism 
is a risk factor for asthma in Caucasians. To fur-
ther validate the potential function of ADRB2 ge-
netic variation in asthma risk, further large-scale 
multi-center studies were needed with large sam-
ple sizes and well-designed methods.

Figure 7. Sensitivity anal-
ysis for the influences of 
the A46G polymorphism 
and asthma susceptibility 
under the allele model.
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