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ABSTRACT
Background Overuse and misuse of antibiotics is a 
public health problem in low- income and middle- income 
countries. Although the association of antibiotics with 
atopic and allergic diseases has been established, most 
studies focused on prenatal exposure and the occurrence 
of disease in infants or young children.
Objective To investigate the association of preschool 
use of antibiotics with atopic and allergic skin diseases in 
young adulthood.
Design Population- based retrospective cohort.
Setting and participants The first- year college students 
(n=20 123) from five universities were investigated. The 
sampled universities are located in Changsha, Wuhan, 
Xiamen, Urumqi and Hohhot, respectively.
Methods We conducted a dermatological field 
examination and a questionnaire survey inquiring the 
participants about the frequency of upper respiratory tract 
infection (URTI) and the preschool antibiotics use (prior 
to 7 years old). The two- level probit model was used to 
estimate the associations, and adjusted risk ratio (aRR) 
and 95% CI were presented as the effect size.
Results A total of 20 123 participants with complete 
information was included in the final analysis. The frequent 
antibiotics use intravenously (aRR 1.36, 95% CI 1.14 to 
1.62) and orally (aRR 1.18, 95% CI 1.01 to 1.38) prior 
to 7 years old was significantly associated with atopic 
dermatitis in young adulthood. Similar trends could be 
observed in allergic skin diseases among those who use 
antibiotics orally and intravenously, with RRs of 1.16 
(95% CI 1.01 to 1.34) and 1.33 (95% CI 1.13 to 1.57), 
respectively.
Conclusions Preschool URTI and antibiotics use 
significantly increases the risk of atopic and allergic skin 
diseases in young adulthood.

INTRODUCTION
The incidence and prevalence of atopic and 
allergic conditions such as asthma, allergic 
rhinitis (AR), food allergies and atopic derma-
titis (AD) among the worldwide population 

have significantly increased during the past 
several decades.1–3 An area of environmental 
change that may be responsible for the 
increase of allergic and atopic diseases is the 
growing use of medications that may alter the 
development of the human microbiome.4 It 
also seems that the use of some antibiotics, 
which can directly cause intestinal dysbi-
osis and affect the human microbiome and 
increase the risk for allergy development, is 
of particular concern in light of accumulating 
evidence.5–7

Furthermore, overuse and misuse of anti-
biotics is a severe public health problem 
worldwide, especially in low- income and 
middle- income countries. In the last decade, 
prescriptions of broad- spectrum antibiotics 
increased by 49% in children under 5 years 
and doubled in children aged 5–17 years, 
concomitant with the increasing prevalence 

Strengths and limitations of this study

 ► The main outcomes were diagnosed by specialists 
instead of self- report.

 ► This study provides a relatively large and represen-
tative sample, and sufficient variations in geograph-
ical regions and sociodemographic subgroups, as 
well as the random effect at the university level, was 
fitted by the two- level models, resulting in an unbi-
ased estimation of associations.

 ► Recall bias in the measurement of exposure to anti-
biotics might have been introduced, which could not 
be ignored in most retrospective studies.

 ► We lacked the information about the type and dose 
of antibiotics, and there might be a reversed causal 
relationship because antibiotics could be used in the 
treatment of atopic dermatitis and other conditions 
accompanied by a bacterial infection.
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of allergic diseases.8 9 In China, 70% of outpatients 
attending primary care facilities with colds were inappro-
priately treated with antibiotics, often by intravenous infu-
sion. The situation is even worse in children because many 
parents demand treatment with antibiotics.10 However, 
most upper respiratory tract infections (URTI) in chil-
dren are viral, for which antibiotics are unnecessary.11–13

The association between the use of antibiotics and atopic 
and allergic diseases has been observed in longitudinal 
studies. But most studies focused on antibiotics use during 
pregnancy or infancy when early colonisation is initiated by 
maternal microbes.14–17 With the childhood microbiome 
transition owing to alterations in food and exposure to 
more diverse microbes in external environments, children 
in preschool age (<7 years) are at higher risks of URTI infec-
tion and antibiotics treatment. However, the effect of anti-
biotics used during this period on atopic and allergic skin 
diseases that occurred in their young adulthood is not clear. 
The objective of this study was to evaluate the hypothesis 
that exposure to antibiotics in preschool age is associated 
with an increased risk of allergic and atopic skin diseases in 
young adulthood. We tested this hypothesis by conducting 
a retrospective study in college students.

MATERIALS AND METHODS
Study setting and design
This was a retrospective cohort study based on the data 
from the China College Student Skin Health Study.18 
The first- year college students from five universities were 
investigated. They underwent a health examination and 
completed a questionnaire survey. The sampled univer-
sities are located in Changsha, Wuhan, Xiamen, Urumqi 
and Hohhot, respectively.

Exposure assessment
Two semiquantitative questions served as the proxy 
measures of the frequency of antibiotics exposure in 
preschool age, with detailed explanations for the defi-
nitions of URTI and antibiotics. In our study, the defi-
nition of URTI refers to a series of acute illnesses that 
have an effect on the upper respiratory system including 
the common cold, acute otitis media, tonsillitis/tonsil-
lopharyngitis, sinusitis and recurrent sinusitis.19 The 
first question was ‘How often did you have URTI in your 
preschool- age or before 7 years old’, with three potential 
responses: ‘≤1 time/year’, ‘2–3 times/year’, and ‘4 or 
more times/year’. The second question was ‘How often 
did you receive antibiotics treatment when you had a 
URTI’, with four responses: ‘rare’, ‘occasional’, ‘often, 
orally’ and ‘often, intravenously’.

Outcome assessment
Diagnosis of skin diseases and inquiry of disease history 
were performed by dermatologists during the field survey. 
All subjects underwent skin examination by resident 
doctors in dermatology, and the diagnoses were further 
validated by senior dermatologists. Clinical manifestation, 

disease history and family history were inquired about and 
inspections were conducted to diagnose skin diseases. For 
recurrent skin diseases, only those with current symptoms 
and cutaneous lesions were diagnosed as cases. AD was 
diagnosed according to the Williams criteria.20 Hand 
eczema was diagnosed according to eczema (rash) on 
the fingers, finger webs, palms or back of hands, which 
had appeared once and continued for at least 2 weeks 
or had appeared several times or had been persistent. 
Allergies and urticaria were diagnosed by clinical mani-
festations, potential triggers, and histories. Asthma, AR 
and allergic conjunctivitis were self- reported according 
to doctors’ diagnoses. We also combined some of the 
outcomes. Atopic march is an apparent progression of 
allergic diseases from AD, to allergic asthma (AA) to AR 
and allergic conjunctivitis.21 22 We include the conditions 
of AD, AA, AR and allergic conjunctivitis for the outcome 
of the atopic march. Allergic skin disease includes allergic 
reactions to food/drug/light, contact dermatitis and urti-
caria. Participants with a history of atopic/allergic condi-
tions but without the current disease are excluded.

Covariates
Demographic characteristics, socioeconomic status 
(annual family income and parental highest educational 
level), family history, behavioural factors (dietary, passive 
smoking and bathing habits) were inquired by the ques-
tionnaire. The questionnaire used in the study was shown 
in online supplemental material 1.

Statistical analysis
Categorical data were presented as number (%), and the 
between- group difference was tested using the χ2 test. 
Two- level probit regression models (individual as level 1 
and university as level 2) were used to estimate the associa-
tions of preschool exposure to antibiotics with atopic skin 
diseases in young adulthood, adjusting for level-1 covariates 
(gender, ethnicity, annual household income and parental 
education) and level-2 random effects. The effect size was 
presented as relative risk (RR) and 95% CI. p<0.05 was 
considered statistically significant for all tests. Statistical 
analysis was performed in SAS V.9.4 (SAS Institute).

Patient and public involvement statement
This is a retrospective cohort study based on the data from 
the China College Student Skin Health Study (CCSSHS). 
The first- year college students from five universities were 
recruited and investigated. They underwent a health 
examination and completed a questionnaire survey, and 
the results will be disseminated to study participants by 
a medical examination report. Participants were not 
involved in the design and implementation of the study.

RESULTS
A total of 27 144 registries for new enrolment was iden-
tified; among them, 21 086 (77.7%) consented to partic-
ipate, and 20 123 (74.1%) who underwent the health 
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examination and completed the online questionnaire 
survey were included in the final analyses. The mean age 
was 18.3±0.8 years and 10 283 (51.1%) were men. The 
characteristics of participants in the study are shown in 
table 1. The prevalence rates of chronic urticaria, allergic 
reactions to food/drug/light, hand eczema and AD were 

1.89%, 2.27%, 3.35% and 3.86%, respectively. The prev-
alence rates of AD and allergic skin disease were 3.86% 
and 4.14%, respectively (figure 1 and online supple-
mental table 1).

In general, URTI and the use of antibiotics were signifi-
cantly associated with atopic and allergic diseases dose- 
dependently (figure 1 and online supplemental table 1). 
For example, the prevalence of AD increased from 3.39% 
to 4.11% and 4.79% in participants who reported rare 
or occasional use, frequent oral use and frequent intra-
venous use of antibiotics, respectively. Consistent trends 
could be observed in all atopic and allergic diseases and 
their combinations.

After adjustments for sociodemographic factors 
(figure 2 and online supplemental table 2), URTI and 
the use of antibiotics were significantly associated with 
atopic/allergic skin diseases in dose- response manners. 
For instance, compared with those reporting rare or occa-
sional use of antibiotics, the RRs for AD in participants 
who reported frequent oral administration and intrave-
nous injection of antibiotics was 1.18 (95% CI 1.01 to 
1.39) and 1.36 (95% CI 1.14 to 1.62), respectively. For 
other allergies or atopic diseases of skin or beyond skin, 
the correlations were highly consistent despite some vari-
ations in the magnitude of the association.

Furthermore, we have provided the data on the health- 
seeking behaviour dealing with a cold or fever in preschool 
age (shown in table 2), and we found there were 66.2% 
among participants with the atopic march and 64.7% 
among participants with allergic skin disease showed that 
they/their parents would like to seek antibiotics treat-
ment when they had a cold/fever in their preschool age. 
In those without atopic/allergic diseases, this proportion 

Table 1 Characteristics of participants in the present study 
(N=20 123)

Characteristics N %

Gender

  Male 10 283 51.1

  Female 9840 48.9

Income (CNY)

  <¥10 000 2168 10.8

  ¥10 000–¥29 999 4376 21.7

  ¥30 000–¥49 999 3465 17.2

  ¥50 000–¥99 999 4417 22.0

  ¥100 000–¥199 999 4063 20.2

  ≥¥200 000 1634 8.1

Parental highest education

  Primary school 1320 6.6

  Middle school 5316 26.4

  High school 5021 24.9

  College and above 8466 42.1

Ethnicity

  Han Chinese 16 218 80.6

  Other ethnicities 3905 19.4

Figure 1 The prevalence of atopic and allergic diseases in exposure vs non- exposure group of antibiotics and URTI. URTI, 
upper respiratory tract infection. *Allergic skin disease includes allergic reactions to food/drug/light, contact dermatitis and 
urticaria. **Atopic march refers to atopic dermatitis, allergic asthma, allergic rhinitis, and allergic conjunctivitis.

 on M
ay 19, 2023 by guest. P

rotected by copyright.
http://bm

jopen.bm
j.com

/
B

M
J O

pen: first published as 10.1136/bm
jopen-2020-047768 on 21 S

eptem
ber 2021. D

ow
nloaded from

 

https://dx.doi.org/10.1136/bmjopen-2020-047768
https://dx.doi.org/10.1136/bmjopen-2020-047768
https://dx.doi.org/10.1136/bmjopen-2020-047768
https://dx.doi.org/10.1136/bmjopen-2020-047768
http://bmjopen.bmj.com/


4 Li Y, et al. BMJ Open 2021;11:e047768. doi:10.1136/bmjopen-2020-047768

Open access 

ratio was 61.5%. Indeed, we found a moderate but signif-
icant difference in the seeking behaviour of antibiotic 
treatment between those with allergic skin disease/atopic 
march and healthy participants (p=0.001). Similar trends 
could be seen in AD patients and non- patients (p=0.034).

Besides, because our study was not a prospective cohort, 
it was difficult to know if antibiotic use was ahead of 
suffering from AD. We further evaluated the joint effect 
of URTI and antibiotics on AD by including an interaction 
term in the model. As shown in figure 3, in each category 
of antibiotic use, the frequency of URTI was positively 
associated with the risk of AD. Vice versa, in each cate-
gory of URTI, antibiotic use was positively associated with 

AD according to the effect size, despite some insignificant 
results in categories with a small sample size.

DISCUSSION
This retrospective cohort study demonstrated that 
preschool exposure to antibiotics, either through oral 
administration or intravenous infusion, was associated 
with increased risks of having allergic and atopic skin 
diseases in young adulthood. Participants who reported 
frequent URTI in preschool- age also had higher risks of 
allergies and atopy.

Figure 2 Association of early- life exposure to antibiotics with the risk of atopic/allergic diseases later in life. RR, risk ratio; 
URTI, upper respiratory tract infection.

Table 2 Health- seeking behaviour when dealing with a cold or fever in the preschool age*

Disease condition Total

Health seeking behaviour, n (%)†

Ignore 
them

Drink water 
or have a rest

Receive 
antibiotics orally 
or intravenously

Receive 
chinese 
traditional 
medicine 
orally Unknown

Skin

  Atopic dermatitis 776 20 (2.6) 370 (47.6) 512 (65.9) 194 (25.0) 3 (0.3)

  Hand eczema 675 32 (4.7) 343 (50.8) 430 (63.7) 149 (22.0) 4 (0.5)

  Allergic reactions to food/drug/light 456 9 (2.0) 227 (49.7) 286 (62.7) 95 (20.8) 1 (0.2)

  Chronic urticaria 381 8 (2.1) 158 (41.4) 257 (67.4) 100 (26.2) 1 (0.3)

  Allergic skin disease‡ 833 17 (2.0) 384 (46.0) 539 (64.7) 194 (23.2) 2 (0.2)

Beyond skin

  Atopic march§ 3139 66 (2.1) 1542 (49.1) 2081 (66.2) 728 (23.1) 12 (0.3)

  Allergic conjunctivitis 153 4 (2.6) 83 (54.2) 107 (69.9) 36 (23.5) 0 (0)

  Allergic rhinitis 2273 42 (1.8) 1135 (49.9) 1515 (66.6) 532 (23.4) 8 (0.4)

  Asthma 303 7 (2.3) 154 (50.8) 206 (67.9) 70 (23.1) 2 (0.6)

  Without atopic/allergic diseases 16 343 597 (3.7) 7761 (47.4) 10 057 (61.5) 3058 (18.7) 76 (0.4)

*Multiple selections are allowed in the questionnaire.
†Proportion ratios in populations.
‡Allergic skin disease includes allergic reactions to food/drug/light, contact dermatitis and urticaria.
§Atopic march refers to atopic dermatitis, allergic asthma, allergic rhinitis, and allergic conjunctivitis.
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Similar trends were identified in previous observational 
studies that early- life antibiotic use was associated with an 
increased risk of eczema, but there were still some incon-
sistent results.23 24 Meta- analysis including 22 studies with 
394 517 patients concluded that children with antibi-
otics exposure in the first 2 years had increased odds of 
atopic eczema with an OR of 1.26 (95% CI 1.15 to 1.37). 
Notably, the onset age of the outcomes in the included 
studies was the period of childhood (<12 years old).7 A 
large population- based retrospective cohort study in 
twins showed that antibiotic use was also associated with 
an increased risk of eczema. However, the relationship 
between early- life antibiotic use and eczema was likely 
to be confounded by shared familial environment and 
genetic factors.25 However, current data lacked the infor-
mation regarding the atopic and allergic skin diseases 
occurred in late adolescence to early adulthood, while 
we first investigated the effects of preschool antibiotic in 
a retrospective study and revealed a positive association. 
Chinese parents were found to pay close attention to the 
preschool health of children and keep a non- exclusion 
attitude to antibiotics use. Using antibiotics at home, 
seeking medical care and use antibiotics in the hospital 
for children was pervasive in China when parents dealing 
with children’s respiratory tract infections. However, 
the results should be discussed with caution as a doctor 
seeking behaviour varies a lot in populations. In this 
setting, children with AD will seek a doctor frequently 
and more likely get a URTI diagnosis if they also have 
a cold. Equally, children with asthma and wheezing will 
more frequently get a URTI diagnosis and are more likely 
to get an antibiotic.

Evidence showed that AD was the first manifestation of 
an atopic phenotype that begins in early childhood and 

the progression from AD to the diseases such as food 
allergy, asthma, and AR were more likely to be shown in 
adolescence.22 26 27 The mechanisms behind the march 
from AD to allergic airway diseases and allergic conjuncti-
vitis likely arise from initial epicutaneous allergen sensiti-
sation inducing robust local and systemic type 2 immune 
responses with increased production of type 2 cytokines 
including interleukin (IL)-4, IL-13, IL-31 and thymic 
stromal lymphopoietin.28 29 Most studies were prone 
to make these responses responsible for the commonly 
shared pathogenesis of cutaneous, airway and conjunc-
tiva inflammation, supporting the view that AD is not 
merely a disease confined to the skin, but is in fact, a 
systemic disease.30 31 Therefore, it could be explained that 
the increased risks beyond skin manifestations in young 
adulthood were consistent with those of skin diseases 
and some with even greater effect sizes. While not fully 
understood, the underlying mechanism of the association 
between antibiotics and atopic and allergic diseases can 
be elucidated by microbial diversity. The gut microbial 
community is dynamic and variable during the first 3 years 
of life, before stabilising to an adult- like state.32 Studies 
have demonstrated continued development through 
childhood into the teenage years.33 34 Dietary intake plays 
a key role in the development period of the gut micro-
biome. Breast- fed infants have microbiota enriched in 
Lactobacillus, Staphylococcus and Bifidobacterium. Studies 
have shown that human milk isolates contain symbiotic 
and potentially probiotic microbes and supplementa-
tion of Bifidobacteria was found to be effective in the 
primary prevention of allergic diseases.35–37 But among 
children of preschool age, the dominance of Bifidobac-
terium diminishes with the alteration in dietary intake.15 
On the other hand, the high prevalence of antibiotic 

Figure 3 The joint effect of upper respiratory tract infection (URTI) and antibiotics on AD after including an interaction term in 
the model. AD, atopic dermatitis; RR, risk ratio.
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use may also lead to a concurrent increase in antibiotic- 
resistant bacteria.38 39 Antibiotic- treated children have a 
less diverse gut microbiota and less stable communities. 
Antibiotic therapy affects microbiome variety and thus 
may increase the risk of atopic diseases.40 41

In our study, increased risks of atopic march or allergic 
diseases were observed in students who reported frequent 
URTI. Another potential explanation was related to the 
infections which could also affect microbial conditions. 
Except for the change in diet, children of preschool 
age tend to be exposed to more diverse microbes and 
infectious diseases including URTI in kindergarten or 
external environments. Respiratory viral infections, in 
particular, have been shown to initiate a cascade of host 
immune responses altering microbial growth in the respi-
ratory tract and gut,42 which could further shape atopic 
microenvironments.

Several limitations should be noted, and the results 
should be interpreted with caution. First, recall bias in 
the measurement of exposure to antibiotics might have 
been introduced. While recall bias on the frequency of 
antibiotics use and URTIs should not be ignored, this is 
a limitation in most retrospective studies. Besides, selec-
tion bias might also be introduced as students with skin 
conditions might be more interested to participate and 
recall carefully. We are not able to validate the medical 
records because China does not have a registry system for 
primary care, and a large number of patients with mild 
conditions also visit doctors in secondary and tertiary 
hospitals. While participants could obtain the informa-
tion from their parents, but unfortunately, we could not 
evaluate the extent of recall bias. Similarly, for the condi-
tions of the disease including asthma, AR, and allergic 
conjunctivitis, which we collected based on both clinical 
diagnosis and questionnaire data, we could not ignore the 
atopic conditions in the past that might not be existing 
anymore, though in previous studies, the ‘atopic march’ 
referred to the sequential development of symptoms and 
was considered to be not strictly limited by the occurring 
time.43 44 Those will be in our further consideration in 
future studies.

Second, there was a lack of information about the type 
and dose of antibiotics, as well as some antibiotic use for 
the treatment of low respiratory tract infection, skin infec-
tions and other infections, which was not collected while 
could also affect the microbiome. So we could not attri-
bute the associations to specific antibiotics use. Third, we 
noticed that some factors related to the allergic/atopic 
conditions in preschool age could be ignored, such 
as prematurity, the doctor seeking behaviour, etc, and 
we had difficulty in fully collecting of related informa-
tion and need to explain the results with caution. Last 
but not least, there might be a reversed causal relation-
ship because antibiotics could be used in the treatment 
of AD and other conditions accompanied by bacterial 
infection. We assessed the role of URTI and antibiotics 
separately, because the two variables were significantly 
correlated (contingency coefficient=0.4, p<0.001) and 

were therefore not included in the same model to avoid 
collinearity and biased estimation of parameters. It is 
possible that the association of URTI with AD and aller-
gies is confounded by antibiotics and vice- versa.

However, both infection and antibiotics may be 
correlated with allergies/atopies, with different mecha-
nisms. Although under the hygiene hypothesis, exposure 
to pathogens during infancy and early childhood has been 
proposed to explain the lower prevalence of asthma and 
other atopic diseases among children in developing coun-
tries,45 46 some studies showed that early respiratory infec-
tions could not protect against atopic eczema or recurrent 
wheezing, but could drive the development of atopic 
disease.47–51 Atopic sensitisation, a process of generation 
of specific immunoglobulin E (sIgE) when exposed to an 
innocuous antigen, was common to all allergic diseases. 
As preschool URTI most probably represents viral infec-
tions in the majority of cases, some studies investigated a 
potential mechanistic explanation for how a respiratory 
viral infection could drive the development of atopic 
sensitisation and disease. Martorano and Grayson52 used 
a Sendai virus to establish the mouse model mimicking 
a human limited respiratory syncytial virus infection and 
found that Sendai virus infection could promote the cross-
linking of high- affinity IgE receptor (FcεRI) on the lung 
conventional dendritic cells, which led to the production 
of the CC chemokine ligand (CCL) 28, recruiting IL-13 
and driving the development of mucous cell metaplasia 
and airway hyperreactivity. Another animal study found 
that except for the increase of sIgE against Sendai virus 
in mice, there was also a large increase in total IgE and 
it remained elevated long after the viral infection being 
resolved.53 This notion has further been fuelled by find-
ings that mice infected with the influenza virus developed 
virus- specific mast cell degranulation in the skin, indi-
cating a possible pathway of viral infections that could 
mediate allergic symptoms.54 Besides, the respiratory 
viral infections were shown to initiate a cascade of host 
immune responses altering microbial growth in the respi-
ratory tract and gut.42 55 However, we cannot ignore that 
infections that do not require antibiotics are not captured 
in our design, such that it is difficult to assess whether 
the observed association is caused by a specific infection 
or antibiotics because they occur simultaneously in many 
cases.

Our study also has strengths. The primary strength is 
that the sample size for the retrospective cohort study was 
large. Second, the outcomes were diagnosed by special-
ists. In contrast, some previous studies used self- reported 
diagnoses that might introduce misclassification bias. 
Third, the study had a relatively large and representative 
sample, and sufficient variations in geographic regions 
and sociodemographic subgroups. The random effect 
at the university level was fitted by the 2- level models, 
resulting in an unbiased estimation of associations.

To conclude, preschool children exposed to URTI or 
antibiotics may be at higher risks of atopic and allergic 
skin diseases in their young adulthood, especially among 
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those who frequently had URTI or received antibiotics by 
intravenous infusion. Our study implies that unnecessary 
antibiotics treatment in children should be avoided to 
prevent the occurrence of atopic and allergic diseases in 
their later life. Prospective studies that consider the type 
and dose of antibiotics are warranted.
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