
RESEARCH ARTICLE Open Access

Dexamethasone attenuates echinococcosis-
induced allergic reactions via regulatory
T cells in mice
Qin Zhang, Jianrong Ye and Hong Zheng*

Abstract

Background: Cystic echinococcosis (CE), caused by infection with Echinococcus granulosus larvae, is a potentially
life-threatening disease in humans. Anaphylactic shock caused by CE is very dangerous, and is highly prevalent
during surgery. Dexamethasone (DEX) is used clinically before operations to prevent allergic reactions; Regulatory
T cells (Treg cells) are believed to be associated with negative immune response, which play an important role in
alleviating allergic reactions. However, the association of Treg cells with DEX remains unknown.

Methods: In this study, C57BL/6 mice were divided into uninfected group, untreated group and DEX group which
were inoculated with protoscoleces from E. granulosus and sensitized using a cyst fluid suspension to induce
anaphylactic shock. In addition, the mice in DEX group were treated with 10 mg/kg DEX by intraperitoneal
injection 30 min before being sensitized.

Results: It was found that 93.75 % of all sensitized mice experienced allergic symptoms. The levels of IgE, IgE/IgG,
and IgE/IgG1 were significantly higher in both untreated group and DEX group. The proportion of CD4 + CD25 +
FOXP3 + Treg cells relative to CD4+ Treg cells, and the levels of interleukin-10 (IL-10) and tumor growth factor-β
(TGF-β1) were significantly higher in DEX group. The level of IL-13 was significantly higher in the sensitized mice
than in the other groups. These cells may play a key role in alleviating the immune response in CE-induced
anaphylactic shock.

Conclusions: The protective effect of DEX may be due to Treg cell upregulating IL-10 and TGF-β1 levels, and
inhibiting helper T cell 2 cytokines.
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Background
Cystic echinococcosis (CE), or hydatid disease, is a wide-
spread chronic endemic helminthic disease, commonly
caused by infection with metacestodes (larval stages) of
the tapeworm Echinococcus granulosus (E. granulosus)
[1–3]. At beginning, few clinical symptoms are noticed.
Until hydatid cysts of E. granulosus begins to grow big,
oppression symptom such as abdominal distension and
pain may happen. Sometimes, the hydatid cyst rupture
spontaneous or provoked by external pressure in acci-
dent which will produce lethal effects [4]. The most re-
cent data shows that the intra-operative incidence of

anaphylactic shock is approximately 2 % in CE patients
in China [5].
CE-induced anaphylactic shock is a type I allergy

synergized by endotoxin shock. Patients usually have se-
vere clinical symptoms, long-lasting hypotension, poor
response to vasoactive drugs, and high mortality [6],
which are different with the traditional type I allergy.
Patient needs long-time positive vasoactive agent infu-
sion, which leads to more adverse effects. Thus, elucidat-
ing the mechanism underlying echinococcosis-induced
sensitization is crucial for the development of effective
prevention and treatment protocols for these patients.
Previous studies [7–10] find that, the Th2 response is
the prevalent response in subjects with atopy and some
allergic disease. With the growth of parasite, helper T
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cell 2 (Th2) cell responses and some cytokine profiles
have more benefit effect to protect host against hel-
minthic infections. On the contrary, the helper T cell 1
(Th1) responses are more likely to occur secondary to
specific microbiologic insult. Recent research [11] has
shown that T cells are activated after CE infection, but
the significant increase in the level of Treg cells could
inhibit T cell response to E. granulosus antigens, suggest-
ing that these cells may play a key role in the downregu-
lation of the immune response in CE infection. This
indicates that Treg cells play an important role in para-
site persistence during chronic echinococcosis to main-
tain the immune stable status.
Immune system is a complex regulatory net. Allergy,

tolerance, and active suppression may not be independ-
ent events, but rather involve similar mechanisms. In
some special condition, Treg cells may redirect an in-
appropriate immune response against allergens. Original
tolerance status may change, allergy happen. Induction
of allergen-specific Treg cells seems essential for main-
taining a healthy immune response towards allergens
[12, 13]. In CE infection, the parasites and the host co-
exist in a state of balance for a long time, but the bal-
ance is broken when hydatid cysts rupture, causing a se-
vere allergic reaction. Currently, there are no suitable
methods for preventing the occurrence of anaphylactic
shock caused by CE. Dexamethasone (DEX) is used clin-
ically before operations to prevent allergic reactions.
DEX has a broad-spectrum anti-inflammatory allergy ef-
fect [14], mainly depending on reducing inflammation
factors, but does DEX really work, and if it does, what is
its mechanism of action? Relatively, little information is
available regarding host immune responses following
CE-induced anaphylactic reaction, and therefore little in-
formation is available regarding the nature of these re-
sponses. Illustrating the characteristics of these immune
cells will help the development of new strategies for the
treatment and prevention of anaphylactic reactions.
In this study, we investigated several immune cell pop-

ulations in mice that were either healthy or challenged
with E. granulosus after infection. The objective is to
clarify the changes in the host immune responses during
allergic reaction status, and determine the effectiveness
and underlying mechanism of DEX in the treatment of
CE-induced anaphylactic reaction.

Methods
Animals
Forty female C57BL/6 mice weighing 22–25 g (aged 5–7
weeks) were provided by the Animal Center of the First
Affiliated Hospital of Xinjiang Medical University.
Standard guidelines for laboratory animal care (Institute
of Laboratory Animal Resources, Commission on Life
Sciences, National Research Council, 1996) were

followed. All mice were provided with water and stand-
ard chow pellets ad libitum for 2 weeks prior to the start
of the experiment. This study was carried out in strict
accordance with the recommendations in the Guide for
the Care and Use of Laboratory Animals of the National
Institutes of Health. The study protocol was reviewed
and approved by the Institutional Animal Ethics Com-
mittee of Xinjiang Medical University.

Preparation of antigen and protoscolex
According to the previous study [15], sheep-derived E.
granulosus cyst fluid (sheep hydatid fluid, SHF) and pro-
toscolex were separated from the livers of sheep infected
with E. granulosus under aseptic conditions. After pre-
cipitation, the supernatant of cyst fluid was obtained.
The protoscolexes in the precipitate were washed with
normal saline containing 1000 U/ml penicillin and
streptomycin for 3–4 times. A dye exclusion test [16]
confirmed that the activity of protoscolexes was > 90 %.
After resuspension of protoscolexes with normal saline
(10000/mL), the supernatant was used as a sensitizing
antigen. Bio-Rad protein assay (Bio-Rad, Richmond, CA,
USA) determined that the total protein content was
2841.331 μg/ml.
The level of endotoxin contamination in SHF was de-

termined to be 0.03 endotoxin unit (EU)/ml by quantita-
tive chromogenic Limulus amebocyte lysate assay
(BioWhittaker Inc., MD, USA). The lipopolysaccharide
(LPS) was tested using a commercially available chromo-
genic LAL end-point assay kit (Cambrex Inc., IA, USA).
The level of LPS in SHF was below 1.2 EU/mg protein.
The supernatant was stored at −80 °C, and then at 4 °C
for 24 h before sensitization.

Animal grouping and E. granulosus infection model
establishing
Forty female C57BL/6 (aged 6–8 weeks) mice were ran-
domly divided into uninfected group (n = 8) and infected
groups (n = 32). In the infected groups, all the mice were
injected percutaneously with 2000 protoscoleces from E.
granulosus. After 3 months, the presence of cysts in the
peritoneal cavity was confirmed by B-scan ultrasonog-
raphy. Sixteen CE-infected mice were randomized into
untreated group and DEX group (n = 8) and the
sensitization was induced by intraperitoneally injecting
SHF with dose of 0.1 ml/10 g [17, 18]. The uninfected
group received phosphate-buffered saline instead of SHF
antigens. The DEX group was treated with 10 mg/kg
DEX (Sigma-Aldrich Corp., MO, USA) by intraperito-
neal injection 30 min before challenging.

Determination of allergy
According to previous study [19], the allergy symptoms
were evaluated every 5 min after sensitization. The
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symptom score scale for horse serum-induced ana-
phylactic shock and the rectal temperature were mea-
sured. The mild allergy was characterized by a ≤ 2 °C
reduction in rectal temperature. The severe allergy
was characterized by a shock state in which the rectal
temperature was reduced by ≥ 5 °C (35.6–30.1 °C).
Symptoms were observed within 60 min after
sensitization and the severity of sensitivity was classi-
fied as mild, moderate, or severe. Mice were sacrificed
at 60 min after sensitization.

Sample preparation
Mice were euthanized by CO2 asphyxiation, and
treated by cervical dislocation. The blood was col-
lected, and then treated with anticoagulant coagulant
for 4 h. After centrifuging at 352 × g for 15 min, the
supernatant was obtained, and stored at −80 °C for
use. The E. granulosus infection was observed by
laparotomy. The lymph nodes from the neck, armpit,
and groin were collected, and then placed in RPMI
1640 (Life Technologies Inc., CA, USA) for flow cy-
tometry. At the same time, half of the left lung was
collected for immunohistochemistry.

Flow cytometry
The immune cells isolated from the mouse lymph
nodes were analyzed by flow cytometry. The lymph
node cells were harvested from all three groups. The
cell suspensions were prepared in complete RPMI
1640. The nonspecific binding sites were blocked for
30 min at 4 °C using ice-cold phosphate-buffered sa-
line supplemented with 1 % normal rat serum. After
extensive washing, the cells were stained using CD4 +
CD25 + FOXP3+ antibodies according to the protocol
provided with the Mouse Regulatory T Cell Staining
Kit (eBioscience Inc., CA, USA). The stained cells
were analyzed by using a FACS-LSRII flow cytometer
(BD Biosciences Inc., CA, USA). The data were ana-
lyzed using FCS Express (De Novo Software; De Novo
Inc., CA, USA).
To evaluate the effectiveness of DEX, regulatory T

cells in experimental allergic mice and the percentage of
CD4 + CD25 + FOXP3+ regulatory T cells among the
CD4+ T cells were analyzed in the lymph nodes of mice
from all groups according to the manufacturer’s protocol
(BD Biosciences Inc., CA, USA). The prepared cells were
stained with anti-mouse CD4 FITC and anti-mouse
CD25 APC, then fixed and permeabilized using the
Foxp3 Staining Buffer Set (eBioscience Inc., CA, USA),
and subsequently stained with 0.5 g of anti-mouse Foxp3
PE (Shanghai Sangon Biological Engineering Co., Ltd.,
Shanghai, China). Cells in the lymphocyte gate were ana-
lyzed using a FACSCalibur cytometer equipped with
CellQuest (BD Biosciences Inc., CA, USA).

Measurement of IgE, IgG, IgG1 and cytokines
Blood samples were taken from the angular vein in eye-
ball of mice, and then quickly placed in anticoagulant
tubes, followed by storing at room temperature for 2 h.
The samples were centrifuged at 352 x g for 10 min, and
then the levels of IgE, IgG, IgG1 and cytokines (IL-10,
IL-13, and TGF-β1) in serum were quantified by
enzyme-linked immunosorbent assay (Eb Inc., Georgia,
USA) according to the manufacturer’s instruction. The
optical density was read at 450 nm.

Immunohistochemistry
The 2-μm thick paraffin sections of left lung were pre-
pared. The sections were deparaffinized, and then
washed with distilled water. After soaking in PBS for
5 min, they were incubated with 3 % H2O2 at room
temperature for 15 min. After washing with PBS, the
sections were incubated with antibodies specific to hista-
mine (1: 500; Sigma-Aldrich Corp., MO, USA) at 4 °C
overnight, followed by washing with PBS. Then the sec-
tions were subsequently incubated with secondary anti-
body at 37 °C for 30 min. After washing with PBS, the
DAB staining was performed, followed by flushing with
water, restaining, dehydration and mounting. The sec-
tions were observed in Q550CW image acquisition and
analysis system (Leica Science Lab, Berlin, Germany).
Positive areas of histamine expression, as indicated by
the detection of brown granules, were selected. Three
positive areas were randomly selected from each section
and the integrated optical density was calculated.

Statistical analysis
All statistical analysis was carried out using SPSS17.0
software (SPSS Inc., Chicago, IL, USA). Data were pre-
sented as mean ± SD. Differences between the groups
were assessed using a one-way ANOVA test with a post-
hoc Bonferroni test for pairwise comparisons if the data
followed a normal distribution or the Kruskal–Wallis
test with a Mann–Whitney U test for pairwise compari-
sons if the data did not follow a normal distribution. P <
0.05 was considered as statistically significant.

Results
Model of CE infection and sensitization
The mean body weight was similar in all three groups
(P = 0.302) (Table 1). CE-infected model were con-
firmed by abdominal ultrasonography and laparotomy.
Only 20 of the 32 (62.5 %) vaccinated mice were suc-
cessfully infected. Several botryoid cysts were found
in each mouse with a minimum diameter of 1 mm
and a maximum diameter of 3 mm. 16 CE-infected
mice were randomized into untreated group and DEX
group (n = 8 in each group).
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Allergy score and rectal temperature were used to de-
termine the linical symptoms of sensitization (Fig. 1), as
well as the levels of lung histamine and serum IgE
(Figs. 2 and 3). It was found that 93.75 % of all sensitized
mice developed allergic symptoms. Only one mouse in
DEX group showed no symptoms of allergy, five pre-
sented with mild allergy, one with moderate allergy, and
one with severe allergy. In untreated group, five mice ex-
hibited mild allergy and three exhibited severe allergy;
the allergy severity for uninfected group was not
assessed.
The clinical symptoms after challenge were shown in

Fig. 1a. Most mice starting with continuous mouth-

scratching and ear canal digging with hind legs (score 1/
5), and the symptoms rapidly progressed to puffiness
around eyes and/or mouth and self-isolation (score 2/5).
The most severe reactions provoked no response to
prodding, tremor, and death. The kinetics and severity of
the anaphylactic reactions were consistent among mice.
The changes in rectal temperature with time with se-

verity of the allergic reaction were shown in Fig. 1b. The
rectal temperature in the uninfected group remained
stable. The mice with a mild allergic reaction experi-
enced a small variation in rectal temperature of less than
2.0 °C; however, the variation in the rectal temperature
in the severe allergy mice was larger at more than 5 °C.
In most of the mice, the rectal temperature began to
change 5 min after sensitization. Anaphylactic shock oc-
curred approximately 40 min later and the mice were
then sacrificed.
Figure 2 presented the levels of antigen-specific

antibody in serum. After infected,the levels of IgE,
IgG, and IgG1 were significantly higher (P < 0.001).
However, the IgE level was significantly lower in DEX
group than that in untreated group (P < 0.001)
(Fig. 2a–c). The ratio of IgE/IgG and IgE/IgG1 dis-
played a similar trend compared to that observed
with the IgE level (Fig. 2d, e).

Histamine levels
Pulmonary histamine levels were determined by im-
munohistochemical analysis and representative images
are shown in Fig. 3a–c. Mice in uninfected group
expressed almost no histamine, but histamine expres-
sion increased after sensitization. In the DEX group,
histamine expression was reduced compared to that
in uninfected group. The results revealed that treat-
ment with DEX almost eliminated the inflammatory
infiltrate in mice (Fig. 3c).

Detection of lymphocyte populations and serum
cytokine levels
Figure 4 presented the proportion of CD4 + CD25 +
FOXP3+ Treg cells relative to CD4+ Treg cells in the

Table 1 The condition of establishment of animal model

Variables Uninfected group (n = 8) Untreated group (n = 8) DEX group (n = 8) p-value

Body weight 23.61 ± 0.83 23.05 ± 0.56 23.25 ± 0.73 0.302

Severity of allergy, score

None 0 (0 %) 0 (0 %) 1(12.5 %)

Mild 0 (0 %) 5 (62.5 %) 5 (62.5 %)

Moderate 0 (0 %) 0 (0 %) 1 (12.5 %)

Severe 0 (0 %) 3 (37.5 %) 1 (12.5 %)

ND 8(100 %) 0 (0 %) 0 (0 %)

Data were presented as mean ± SD for body weight and n (%) for severity of allergy. Differences among groups were compared using one-way ANOVA test for age ND,
not done

Fig. 1 Induction of anaphylaxis in untreated and DEX treated mice.
Mice inoculated with protoscoleces from E. granulosus and sensitized
using a cyst fluid suspension to induce anaphylactic shock. a, Peak
anaphylactic symptom score of each mouse in different group within
60 min after challenge. b, The different changes of rectal temperature
with time in different severity of allergy
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peripheral lymph nodes and the levels of IL-10, TGF-β1,
and IL-13 in serum at each group. Treg cells were
assessed by flow cytometry, as shown in Fig. 4a. Cyto-
kines, including IL-10 and TGF-β, are crucial for the
maintenance of Treg cells as well as their function and
Foxp3 expression, as shown in Figs. 4b and c. IL-13 on
behalf of Th2 cytokines is shown in Fig. 4d.
The results revealed that the percent of CD4 + CD25

+ FOXP3+ Treg cells relative to CD4+ cells was signifi-
cantly higher in DEX group than those in uninfected
group and untreated group (uninfected group: 12.51 ±

1.68; untreated group: 17.92 ± 1.29; DEX group: 29.3 ±
6.54; both P < 0.0001) (Fig. 4a). The results showed that
DEX group had significantly higher levels of IL-10 and
TGF-β1 than those in uninfected group and untreated
group (all P < 0.001) (Fig. 4b, c). The IL-13 level was sig-
nificantly higher in untreated group than in other groups
(both P < 0.001) (Fig. 4d).
As shown in Fig. 5, the percentage of CD4 + CD25 +

FOXP3+ Treg cells among CD4+ cells in the peripheral
lymph nodes in the DEX group was higher than the per-
centages in the other groups.

Fig. 2 The results of antigen specific antibody in serum, IgE (a), IgG1 (b), IgG (c), ratio of IgE/IgG (d), and ratio of IgE/IgG1 (e) by group.
*, †P < 0.05, **, ††P < 0.01,***, †††P < 0.001, indicate significantly different as compared with group A* and group B†, respectively

Fig. 3 Detection of lung histamine by immunohistochemistry
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Discussion
This study investigated the effect of DEX in CE-induced
allergic reactions, especially the role of CD4 + CD25 +
FOXP3+ Treg cells and some cytokines. C57BL/6 mice
were firstly inoculated with E. granulosus to set up CE-
infected model, then some mice were sensitized with
cystic fluid to set up challenge model. DEX has been
preliminary used. After sensitization, the sensitized CE-
infected mice had higher serum IgE levels and lung his-
tamine expression than that observed in the DEX group
(P < 0.001). Furthermore, the sensitized mice had signifi-
cantly higher IgE/IgG and IgE/IgG1 levels as compared
to those observed in uninfected group and the DEX
group. Moreover, in terms of clinical symptoms, the se-
verity of allergy scores suggests that only 12.5 % of the

mice in the DEX group had a severe allergic reaction;
however, in untreated group, the proportion was as high
as 37.5 %. Treatment with DEX can reduce the severity
of allergic reactions induced by CE.
In addition, the proportion of CD4 + CD25 + FOXP3+

Treg cells relative to CD4+ Treg cells was significantly
higher in the DEX group (P < 0.001); significantly higher
IL-10 and TGF-β1 levels were also noted in this group
(all P < 0.001). In contrast, the IL-13 levels were signifi-
cantly higher in the sensitized mice alone (both P <
0.001). Thus, our study confirmed that the levels of
TGF-β1 and IL-10, as well as the proportion of CD4 +
CD25 + FOXP3+ Treg cells relative to CD4+ Treg cells,
exhibited a similar tendency: they all decreased after
sensitization, but increased after treatment with DEX.

Fig. 4 In mice peripheral lymph nodes, % of CD4 + CD25+ FOXP3+ (Treg cells) (a), and Data were presented as mean ± SD by group. ***, †††P < 0.001,
indicate significantly different as compared with group a* and group b†, respectively. Presents the level of TGF-β1, IL-10, and IL-13, in serum by group.
The results showed that DEX group had significantly higher level of TGF-β1 and IL-10 than uninfected group and untreated group (All P < 0.001) (b, c).
The IL-13 level was significantly higher in untreated group B than the other two groups (both P < 0.001, b)

Fig. 5 Results of flow cytometry. The percentage of CD4 + CD25 + FOXP3+ regulatory T cells among CD4+ T cells in peripheral lymph nodes of
experimental mice in 3 groups
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The T-cell network is considered central to the balance
and prevention of Th1 and/or Th2 diseases. Research
has shown that the proportion of CD4 + CD25 + FOXP3
+ Treg cells relative to CD4+ Treg cells is very import-
ant in allergic disorders and parasitic invasions. Schisto-
soma mansoni infection has been associated with
protection against allergies [20]. The mechanisms under-
lying this association may involve regulatory cells and
cytokines. Our research found that the proportion of
CD4 + CD25 + FOXP3+ Treg cells relative to CD4+ Treg
cells increased after E. granulosus infection was consist-
ent with previous studies [21] and significantly increased
with preliminary treatment with DEX, which suggested
their possible role to contributed to the maintenance of
immune tolerance. However, the proportion of Treg cells
relative to CD4+ cells was reduced in untreaded mice
when allergic reaction happened,just as previously de-
scribed [22]. In the pollen season, the sensitization pa-
tients have lower number of Treg cells than healthy
people [23]. The reduction of Treg cells may induce the
occurrence of asthma; Because DEX, which has a role in
the allergic response, interacts with Treg cells in many
immune reactions and has an effect on the allergic reac-
tion [24] in mouse models of OVA-induced asthma [21,
25], further studies will analyze their role in sensitization
in this model.
Just as proved in previous studies [26–28], Treg cells may

exert their effects via IL-10 and TGF-β which are crucial
for the maintenance and function of Treg cells. Following
preliminary treatment with DEX, our research showed in-
creased level of Treg cells consistent with the greater serum
levels of both IL-10 and TGF-β1, which were significantly
reduced after sensitization. IL-10 may exert anti-allergic ef-
fects via inhibiting macrophage activation and cytotoxicity,
and IL-10 is crucial for maintain immune tolerance for the
better of parasites survival and growth [29]. The increased
TGF-β1 levels after treatment with DEX are consistent with
the results of previous studies [21, 24, 30].
Although the proportion of Treg cells and the serum

levels of IL-10 and TGF-β1 were reduced after
sensitization, the level of IL-13 increased. It is shown in
previous studies [31, 32] that cystic fluid-induced
sensitization is accompanied by increased levels of Th2
cells, which is characterized by increased IL-13 levels. The
allergic reaction is associated with high levels of IgE and
IL-13. Treg cells can suppress the allergic reaction directly
through inhibit Th2 cells [33]. DEX may maintain the im-
mune tolerance, increasing the levels of protective IL-10
and markedly reducing levels of IL-13. The effect of DEX
may be related to the increased FOXP3 expression [34].
Further studies will assess the effects of it.
There were limitations in the present study. First, the

composition of the allergens is complex, the exact fac-
tors in the roughly prepared cystic fluid, which mediate

the sensitization, are not investigated further. We did
not use standard allergen, such as ovalbumin [35], to
induce the allergic reaction. Furthermore, we have only
studied the effect of DEX, but there are many other
kinds of glucocorticoids drugs, e.g., hydrocortisone,
which need further researches. In addition, although the
effect of DEX in allergy in CE shock is investigated, the
mechanism by which the sensitization reduces the Treg
cells and cytokine levels has not been explored, so
further study is needed.

Conclusion
In conclusion, DEX has protective effect on CE-induced
allergic reaction by adjusting Treg cells. This protective
effect may be due to Treg cells upregulating IL-10 and
TGF-β1 levels, and inhibiting helper T cell 2 cytokines.
Further studies should be performed to elucidate the
intrinsic mechanism underlying the drug treatment in
CE-induced anaphylactic reaction.

Abbreviations
CE: cystic echinococcosis; CE: cystic echinococcosis; DEX: dexamethasone;
EU: endotoxin units; IL-10: interleukin-10; IL-13: interleukin-13;
LPS: lipopolysaccharide; SD: standard deviation; SHF: sheep hydatid fluid; T
cells: treg cells; TGF-β1: tumor growth factor-β1; Th1: helper T cell 1;
Th2: helper T cell 2.

Competing interests
The authors declare that they have no competing interest.

Authors’ contributions
HZ conceived the project, designed the experiments and supervised the
experiments. QZ performed all experiments, analyzed the data and drafted
the manuscript. JY helped with the animal experiments. All authors read and
approved the final manuscript.

Acknowledgments
This study was funded by grants from the National Natural Science
Foundation of China (No.81460309).

Received: 21 July 2015 Accepted: 29 February 2016

References
1. Eckert J, Deplazes P. Biological, epidemiological, and clinical aspects of

echinococcosis, a zoonosis of increasing concern. Clin Microbiol Rev.
2004;17:107–35.

2. Thompson RC. The taxonomy, phylogeny and transmission of Echinococcus.
Exp Parasitol. 2008;119:439–46.

3. Simpson CR, Newton J, Hippisley-Cox J, Sheikh A. Incidence and prevalence
of multiple allergic disorders recorded in a national primary care database.
J R Soc Med. 2008;101:558–63.

4. Ma J, Wang H, Lin G, Zhao F, Li C, Zhang T, et al. Surveillance of
Echinococcus isolates from Qinghai. China Vet Parasitol. 2015;207:44–8.

5. Li Y, Zheng H, Cao X, Liu Z, Chen L. Demographic and clinical characteristics
of patients with anaphylactic shock after surgery for cystic echinococcosis.
Am J Trop Med Hyg. 2011;85:452–5.

6. Zheng H, Xu ZX, Yang GX, Wen H. Study on the Level of Specific IgG, IgG1
and IgE During Anaphylactic Shock in Sheep Induced by Echinococcus
granulosus. Zhongguo Ji Sheng Chong Xue Yu Ji Sheng Chong Bing Za Zhi.
2003;21:42–5.

7. Amri M, Mezioug D, Touil-Boukoffa C. Involvement of IL-10 and IL-4
inevasion strategies of Echinococcus granulosus to host immune response.
Eur Cytokine Netw. 2009;20:63–8.

Zhang et al. BMC Immunology  (2016) 17:4 Page 7 of 8



8. Rogan MT. T-cell activity associated with secondary infections and
implanted cysts of Echinococcus granulosus in BALB/c mice. Parasite
Immunol. 1998;20:527–33.

9. Riganò R, Buttari B, Profumo E, Ortona E, Delunardo F, Margutti P, et al.
Echinococcus granulosus antigen b impairs human dendritic cell
differentiation and polarizes immature dendritic cell maturation towards a
Th2 cell response. Infect Immun. 2007;75:1667–78.

10. Boufana B, Lett WS, Lahmar S, Buishi I, Bodell AJ, Varcasia A, et al.
Echinococcus equinus and Echinococcus granulosus sensu stricto from the
United Kingdom: genetic diversity and haplotypic variation. Int J Parasitol.
2015;45:161–6.

11. Pan W, Zhou HJ, Shen YJ, Wang Y, Xu YX, Hu Y, et al. Surveillance on the
status of immune cells after Echinnococcus granulosus protoscoleces
infection in Balb/c mice. PLoS ONE. 2013;8, e59746.

12. Sakaguchi S, Yamaguchi T, Nomura T, Ono M. Regulatory T cells and
immune tolerance. Cell. 2008;133:775–87.

13. Palomares O, Yaman G, Azkur AK, Akkoc T, Akdis M, Akdis CA. Role of Treg
in immune regulation of allergic disease. Eur J Immunol. 2010;40:1232–40.

14. Shah S, King EM, Chandrasekhar A, Newton R. Roles for the mitogen-
activated protein kinase (MAPK) phosphatase, DUSP1, in feedback control of
inflammatory gene expression and repression by dexamethasone. J Biol
Chem. 2014;289:13667–79.

15. Baz A, Hernández A, Dematteis S, Carol H, Nieto A. Idiotypic modulation of
the antibody response to Echinococcus granulosus antigens. Immunology.
1995;84:350–4.

16. Macintyre AR, Dixon JB. Echinococcus granulosus: regulation of leukocyte
growth by living protoscoleces from horses, sheep, and cattle. Exp Parasitol.
2001;99:198–205.

17. Robinson RD, Arme C. Echinococcus granulosus: failure of eosin-exclusion
test to demonstrate death of protoscoleces. Ann Trop Med Parasitol.
1985;79:117.

18. Sun J, Arias K, Alvarez D, Fattouh R, Walker T, Goncharova S, et al. Impact of
CD40 ligand, B cells, and mast cells in peanut-induced anaphylactic
responses. J Immunol. 2007;179:6696–703.

19. Yazdanbakhsh M, Kremsner PG, van Ree R. Allergy, parasites, and the
hygiene hypothesis. Science. 2002;296:490–4.

20. Mourglia-Ettlin G, Marqués JM, Chabalgoity JA, Dematteis S. Early peritoneal
immune response during Echinococcus granulosus establishment displays a
biphasic behavior. PLoS Negl Trop Dis. 2011;5, e1293.

21. Margos MC, Grandgirard D, Leib S, Gottstein B. In vitro induction of lymph
node cell proliferation by mouse bone marrow dendritic cells following
stimulation with different Echinococcus multilocularis antigens.
J Helminthol. 2011;85:128–37.

22. Amarasekera M, Gunawardena NK, de Silva NR, Douglass JA, O’Hehir RE,
Weerasinghe A. Impact of helminth infection on childhood allergic diseases
in an area in transition from high to low infection burden. Asia Pac Allergy.
2012;2:122–8.

23. Tuxun T, Wang JH, Lin RY, Shan JY, Tai QW, Li T, et al. Th17/Treg imbalance
in patients with liver cystic echinococcosis. Parasite Immunol. 2012;34:520–7.

24. Ma X, Wang L, Zhao H, Pang N, Zhang F, Jiang T, et al. Th17 cells are
associated with the Th1/Th2 cell balance during Echinococcus multilocularis
infection. Mol Med Rep. 2014;10:236–40.

25. Wing K, Onishi Y, Prieto-Martin P, Yamaguchi T, Miyara M, Fehervari Z, et al.
CTLA-4 control over FOXP3+ regulatory T cell function. Science.
2008;322:271–5.

26. Sakaguchi S, Miyara M, Costantino CM, Hafler DA. FOXP3+ regulatory T cells
in the human immune system. Nat Rev Immunol. 2010;10:490–500.

27. Jutel M, Akdis M, Budak F, Aebischer-Casaulta C, Wrzyszcz M, Blaser K, et al.
IL-10 and TGF-beta cooperate in the regulatory T cell response to mucosal
allergens in normal immunity and specific immunotherapy. Eur J Immunol.
2003;33:1205–14.

28. Wang J, Zhang C, Wei X, Blagosklonov O, Lv G, Lu X, et al. TGF-β and
TGF-β/Smad signaling in the interactions between Echinococcus
multilocularis and its hosts. PLoS ONE. 2013;8, e55379.

29. Sun DQ, Zhang QY, Dong ZY, Bai F. Levels of IL-12 produced by dendritic
cells and changes of TH1/TH2 balance in children with Henoch-Schonlein
purpura. Zhongguo Dang Dai Er Ke Za Zhi. 2006;8:307–10.

30. Vuitton DA, Zhang SL, Yang Y, Godot V, Beurton I, Mantion G, et al. Survival
strategy of Echinococcus multilocularis in the human host. Parasitol Int.
2006;55:S51–5.

31. Jaffar Z, Ferrini ME, Girtsman TA, Roberts K. Antigen-specific Treg regulate
Th17-mediated lung neutrophilic inflammation, B-cell recruitment and
polymeric IgA and IgM levels in the airways. Eur J Immunol. 2009;39:3307–14.

32. Prado C, Gómez J, López P, de Paz B, Gutiérrez C, Suárez A. Dexamethasone
upregulates FOXP3 expression without increasing regulatory activity.
Immunobiology. 2011;216:386–92.

33. Finkelman FD, Rothenberg ME, Brandt EB, Morris SC, Strait RT. Molecular
mechanisms of anaphylaxis: lessons from studies with murine models. J
Allergy Clin Immunol. 2005;115:449–57.

34. Ortona E, Vaccari S, Margutti P, Delunardo F, Rigano R, Profumo E, et al.
Immunological characterization of Echinococcus granulosus cyclophilin, an
allergen reactive with IgE and IgG4 from patients with cystic
echinococcosis. Clin Exp Immunol. 2002;128:124–30.

35. Shan JY, Li HT, Tuxun T, Xiao J, Li L, Lin RY, et al. Dynamic observation of
the expression of indoleamine 2,3-dioxygenase on the surface of dendritic
cells induced by Echinococcus granulosus antigens. J Pathogen Biol. 2012;7:
688–92.

•  We accept pre-submission inquiries 

•  Our selector tool helps you to find the most relevant journal

•  We provide round the clock customer support 

•  Convenient online submission

•  Thorough peer review

•  Inclusion in PubMed and all major indexing services 

•  Maximum visibility for your research

Submit your manuscript at
www.biomedcentral.com/submit

Submit your next manuscript to BioMed Central 
and we will help you at every step:

Zhang et al. BMC Immunology  (2016) 17:4 Page 8 of 8


	Abstract
	Background
	Methods
	Results
	Conclusions

	Background
	Methods
	Animals
	Preparation of antigen and protoscolex
	Animal grouping and E. granulosus infection model establishing
	Determination of allergy
	Sample preparation
	Flow cytometry
	Measurement of IgE, IgG, IgG1 and cytokines
	Immunohistochemistry
	Statistical analysis

	Results
	Model of CE infection and sensitization
	Histamine levels
	Detection of lymphocyte populations and serum cytokine levels

	Discussion
	Conclusion
	Abbreviations
	Competing interests
	Authors’ contributions
	Acknowledgments
	References



