
ARTICLE OPEN

Alpha-7 nicotinic acetylcholine receptor agonist alleviates
psoriasis-like inflammation through inhibition of the STAT3 and
NF-κB signaling pathway
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Psoriasis is a chronic inflammatory cutaneous disease; it has been discovered that stimulation of the nervous system increases
susceptibility to psoriasis. Although the cholinergic anti-inflammatory pathway, which is mediated by the alpha-7 nicotinic
acetylcholine receptor (α7nAChR), is critical for controlling multiple types of inflammation, its expression pattern and pathogenesis
function in psoriatic lesioned skin tissue are unknown. We hereby analyzed the expression of α7nAchR in human and mouse
psoriatic skin tissue. In vivo, PNU-282987 or Methyllycaconitine, a specific agonist or antagonist of α7nAchR, were administered to
imiquimod (IMQ)-induced psoriatic mouse models. The macroscopic appearance and histopathological features of the psoriatic
mice skin were evaluated. In addition, cell proliferation and differentiation markers were investigated. The level of pro-inflammatory
cytokines released from the lesioned skin, as well as the activation of the relevant signaling pathways, were measured. Our findings
indicated that psoriatic lesional skin expressed an increased level of α7nAChR, with its tissue distribution being primarily in skin
keratinocytes and macrophages. In an IMQ-induced murine psoriasis model, α7nAChR agonist PNU-282987 treatment alleviated
psoriasis-like inflammation by down-regulating the expression of multiple types of pro-inflammatory mediators and normalized
keratinocyte proliferation and differentiation, whereas α7nAChR antagonist treatment exacerbated its effect. Mechanically, we
observed that activation of the α7nAChR inhibited the activation of the STAT3 and NF-κB signaling pathways in in vitro cultured
HaCaT cells induced by Th17-related cytokine IL-6/IL-22 or Th1-related cytokine TNF-α. Taken together, these findings demonstrate
that attenuation of psoriatic inflammation via the cholinergic anti-inflammatory pathway is dependent on α7nAChR activation.
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INTRODUCTION
Psoriasis is a chronic and recurrent inflammatory disease, affecting
around 2–3% of the population worldwide [1]. The major
pathological features of psoriasis include epidermal hyperplasia,
hyperkeratosis, and skin inflammation. The immune pathogenesis
of psoriasis is still unknown, however current research suggests
that the interaction between keratinocytes and immune cells is
crucial [2]. The activation of infiltrated immune cells releases
multiple types of pro-inflammatory factors that trigger the
abnormal differentiation and hyper-proliferation of skin keratino-
cytes, accompanied by the increased formation of small blood
vessels [3].
Although the exact cause of psoriasis is unknown, it is widely

believed that both genetic predisposition and environmental
factors influence the disease’s development [4]. The identified risk
factors that have been reported to exacerbate the disease
manifestations include traumatic injury to the skin, physical and
psychological stress, nutrition status, infections, weather, excessive
alcohol intake, and drugs such as lithium and β-blockers [5].
Importantly, there is mounting evidence that abnormal nervous

system stimulation is linked to psoriasis susceptibility. During this
process, multiple neurons associated molecules, such as neuro-
peptides, nerve growth factors, and various types of neurotrans-
mitters, contribute to the immune-pathological mechanism [6].
Acetylcholine is the major neurotransmitter of the parasympa-

thetic nervous system, which regulates smooth muscles, blood
vessels, bodily secretions, and heart rate. A recent study reported
that vagal nerve stimulation can attenuate systemic inflammation
through the cholinergic anti-inflammatory pathway (CAP), with
alpha-7 nicotinic acetylcholine receptor (α7nAchR) being an
essential regulator [7]. Acetylcholine (ACh) secreted from the
vagus nerve could suppress cytokine production and macrophage
activation via interaction with α7nAChR on neurons and
inflammatory cells. The activation of α7nAChR by ACh or other
specific agonists has been reported to decrease the expression of
pro-inflammatory cytokines in several types of immune cells.
However, whether CAP could regulate the pathological develop-
ment of psoriasis is still a question that needs to be defined.
In this study, we found that α7nAChR was mostly expressed in

epidermal keratinocytes in human skin. Skin specimens from
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clinical psoriatic patients or animal models had higher levels of
α7nAChR in lesioned skin epidermis, indicating that the nervous
system is involved in the pathogenesis of psoriasis. PNU-282987, a
selective agonist of α7nAChR [8], when administrated in vivo,
could ameliorate the psoriatic skin lesions in IMQ-induced
psoriatic inflammation, which includes alleviating the erythema,
scales, and infiltration of inflammatory cells. The abnormal
proliferation and differentiation of keratinocytes in psoriatic lesion
was significantly inhibited in response to PNU-282987 treatment,
the pro-inflammatory cytokines of IL-1β, IL-6, and TNF-α in skin
lesion were decreased after PNU-282987 treatment in vivo and
in vitro. Mechanistic study indicated that the protective role of
PNU-282987 in psoriasis was attributed to the suppression of
STAT3 and NF-κB signal pathways. In a psoriatic mouse model,
treatment with the α7nAChR antagonist Methyllycaconitine citrate
worsened the cutaneous inflammation.

RESULTS
Increased expression of α7 nicotinic acetylcholine receptor
was detected in the human and mouse psoriatic lesional skin
tissue
To determine α7nAChR gene expression across different tissues,
we first analyzed the mRNA expression of α7nAChR using the
RNASeqV2 database available from the open access “the Human
Protein Atlas portal website (http://www.proteinatlas.org/)”.
According to the mRNA expression database, there was positive
expression of α7nAChR in human skin tissue, and the level of
α7nAChR expression in human skin was intermediate when
compared to other organs or tissues (Fig. 1A). To confirm this
result, different organs including the brain, spleen, intestine,
muscle, and skin were harvested from BALB/c mice and subjected
to the western blot assay. Our results indicated that the brain,
spleen, and intestine had relatively high levels of α7nAChR
expression, whereas the skin and skeletal muscle had intermediate
or low levels of α7nAChR expression (Fig. 1B). These results
indicated that the expression pattern of α7nAChR in humans and
mice seems to be identical. To explore whether α7nAChR is
expressed in keratinocytes, we compared the expression of
α7nAChR in HaCaT cells, an immortalized human keratinocyte
line, to THP-1 cells, a human monocytic cell line derived from an
acute monocytic leukemia patient that has been reported to
positively express α7nAChR [9], thus were used as positive control.
Our findings confirmed the protein expression of α7nAChR in skin
keratinocytes (Fig. 1C). Next, we used immunohistochemistry (IHC)
staining to determine the change in expression of α7nAChR in skin
samples from psoriasis patients and healthy volunteers. The
results showed that the expression of α7nAChR was significantly
increased, which was mainly distributed in the epidermal layer in
the human skin. Additionally, this pattern of expression was
confirmed in the skin of IMQ-induced mice (Fig. 1D). The western
blot assay also revealed that IMQ-induced psoriatic lesions had
higher levels of α7nAChR. (Fig. 1E).

In vivo administration of α7nAChR agonist alleviated
inflammatory skin lesions in an IMQ-induced psoriatic mouse
model
To assess the function of α7nAChR in vivo, IMQ-induced psoriasis-
like skin inflammation model was used by consecutive topical
application of IMQ (62.5 mg each day) on the dorsal skin of mice,
following the methods as previously described. To evaluate the
effect of CAP on IMQ-induced psoriasis, PNU-282987 (PNU-
282987), a selective α7nAChR agonist, was injected intraperitone-
ally (10 mg/kg) 1 h prior to the daily IMQ treatment for 6 days. As
shown in Fig. 2A, the macroscopic appearance of the skin lesions
was significantly relieved by PNU-282987 treatment, with reduced
scaling, erythema, and infiltration in the PNU treatment group
compared to the IMQ psoriatic model control. PNU-282987

treatment resulted in a significant reduction in the PASI score
(Fig. 2B), H&E staining of skin biopsy samples confirmed that PNU-
282987 treatment ameliorated the pathological epidermodyspla-
sia phenotype, including epidermal thickness and immune cell
infiltration. Masson staining and PAS staining failed to detect any
positive signaling which further confirmed that the collagen
deposition and glycogen accumulation were not involved in the
pathological development of experimental psoriasis (Fig. 2A).
Moreover, the body weight loss, together with the enlarger spleen
in IMQ-induced psoriatic mice, were not restored after PNU-
282987 treatment (Fig. 2C, D).

In vivo, treatment with a α7nAChR agonist inhibited the
inflammatory response and prevented the abnormal
differentiation of epidemic cells in psoriatic mice
In the IMQ-induced psoriatic mouse model, the histological
analysis showed that PNU-282987 treatment could reduce skin
thickness and inhibit epidermal proliferation. To explore its
molecular basis, the growth dynamics of epidemical cells in mice
was assessed based on the expression level of Ki67, a marker
indicating proliferative keratinocytes, keratin 17 (K17) and keratin
16 (K16), an intermediate differentiation marker that linked with
the abnormal differentiation of keratinocyte, as well as keratin 10
(K10) a normal marker of skin differentiation [10]. Our result
showed that the PNU-282987 treatment significantly decreased
abnormal proliferation and differentiation of epidemical keratino-
cytes (Fig. 3A). STAT3, a transcription factor, has been shown to
control cell cycling and proliferation in keratinocytes, making it a
critical signaling pathway involved in the pathological develop-
ment of psoriasis [11]. IHC staining showed that there is aberrant
activation of STAT3 in psoriatic mouse skin. Active STAT3 signaling
was detected primarily in the epidermis’s basal layer in lesioned
skin, and PNU-282987 administration reduced STAT3 activation in
lesioned skin of IMQ mice (Fig. 3A). Additionally, there was a
significant decrease in P-STAT3 expression in lesioned skin of the
PNU-282987 treatment group compared to the IMQ-induced
psoriatic model group, as determined by western blot analysis
(Fig. 3B). Given that chronic inflammation is a hallmark of psoriasis,
we then perform an RT-PCR assay to determine the mRNA levels of
IL-1β, IL-6, and TNF-α. As expected, PNU-282987 treatment
significantly decreased the expression of these pro-inflammatory
cytokines at the mRNA level, implying that PUN treatment has a
protective effect in terms of inflammation attenuation (Fig. 3C). To
corroborate these findings, the reduced expression of IL-1β was
also detected using a western blot assay (Fig. 3D).

In vitro administration of α7nAChR agonist restore Th17
cytokines induced keratinocyte over proliferation and
abnormal differentiation by inhibiting STAT3 signal pathway
As it is widely accepted that Th17 immune responses contribute to
psoriatic inflammatory responses, we investigated the role of
α7nAChR activation in the activation of Th17-related signaling
pathways. IL-6 and IL-22 are Th17-related cytokines that activate
STAT3 synergistically and contribute to the pathological develop-
ment of psoriasis [12]. Moreover, epidermal keratinocytes in
psoriatic lesions are characterized by activated STAT3, and
increased levels of cytokines and growth factors that promote
STAT3 activation have been found within psoriatic lesions. We
found that the administration of 25 ng/ml IL-6 or IL-22 in HaCaT
for 30 mins significantly upregulated the phosphorylation of
STAT3 at Tyr705 site (Fig. 4A, C), which was consistent with
previous results [14]. The activation of the α7nAChR by its agonist
PNU-282987 significantly inhibited the STAT3 signaling activation
induced by IL-6 and IL-22 (Fig. 4B and D), indicating that PNU-
282987 had the potential to inhibit Th17-mediated inflammation
in the skin and alleviate the psoriasis symptom. Furthermore, PNU-
282987 treatment reduced the expression of abnormal differ-
entiation makers such as K17 and K16. We then measured cell
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Fig. 1 Increased expression of α7 nicotinic acetylcholine receptor was detected in the human and mouse psoriatic lesional skin tissue.
A The protein and mRNA of α7nAChR were expressed in skin tissue (arrows) from the Human Protein Atlas website. The red arrow indicates
the levels of α7nAChR in skin tissue. Upper panel: protein levels, lower panel: mRNA levels. B Immunohistochemical staining indicated that
α7nAChR was distributed throughout the human epidermis of skin from a healthy individual and psoriasis patient (magnification ×100).
C Western Blot assay confirmed the expression of α7nAChR in HaCaT cells compared to THP-1 cells. D Immunohistochemical staining of
α7nAChR in skin from control group and IMQ-induced model group (magnification ×100; n= 6). E Analysis of the expression levels of
α7nAChR protein in different organs, including brain, spleen, intestine, muscle, and skin from BALB/c mice. GAPDH was used as the internal
control.
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Fig. 2 α7nAChR activation ameliorates the psoriatic skin lesions in IMQ-induced mice. PNU-282987, a selective agonist of α7nAChR,
counteracted the psoriasiform lesion in IMQ-induced mice. A H&E staining and epidermal thickness measurement were analyzed in a different
group (magnification ×100). B Erythema, scaling, infiltration, and PASI score indicated IMQ+ PNU-282987 group had improved symptoms
than the IMQ group. Data were presented as mean ± SD, n= 6. C Weight change to weight ratio was at a low level in IMQ-induced model
group. D Spleen change to weight ratio was calculated to analysis the inflammatory state in mice. Data are presented as mean ± SD, n= 6.
*P < 0.05, **P < 0.01, ***P < 0.001.
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Fig. 3 PNU counteracts inflammatory response and abnormal differentiation of epidemical cells in vivo and in vitro. a Ki67, K17, K16, K10,
and P-STAT3 immunohistochemical staining in lesion skin of IMQ-induced mice (magnification × 100). b The relevant proteins of STAT3 and
P-STAT3 in lesion skin were measured by western analysis. c The mRNA levels of IL-1β, IL-6, and TNF-α in mouse skin lesions were measured by
the qPCR assay. d The protein levels of IL-1β in lesions skin were determined by western blot. The values are normalized to GAPDH. n= 6. *P <
0.05, **P < 0.01, ***P < 0.001.
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Fig. 4 PNU-282987 counteracts IL-6/IL-22 induced cutaneous inflammation and promotes differentiation by inhibiting STAT3 signaling
pathway. a HaCaTs were pretreated with different concentrations of PNU-282987 (0.1 uM, 0.5 uM, 1 uM) for 12 h followed by stimulation of
25 ng/ml IL-6 or IL-22 for 30min. The expression of Ki67, K16, K17, P-STAT3, and STAT3 were determined by western blot in response to IL-6 (a)
or IL-22 (c) treatment. The values are normalized to GAPDH. The activation of STAT3 signaling pathway and its related proteins expression
were quantified with the intensity of bands on Western blot by image J and Graphpad Prism software (b, d). *P < 0.05, **P < 0.01, ***P < 0.001.
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proliferation using the proliferation marker Ki67 and found that
α7nAChR activation could prevent keratinocyte over-proliferation
induced by IL-6 or IL-22 (Fig. 4A, C).
After demonstrating that α7nAChR activation had an antag-

onistic effect on the STAT3 signaling pathway, we used an in vitro
wound scratch healing assay to investigate the effect of α7nAChR
activation on IL-6 or IL-22 stimulated wound healing. As expected,
IL-6 or IL-22 treatment significantly increased the wound healing
rate; however, upon PNU treatment, the average wound healing
rate was significantly down-regulated (Fig. 5A, B), and both the
average migration rate and the cell proliferation level were
significantly inhibited, indicating the anti-proliferation effects of
PNU-282987 treatment.

In vitro administration of α7nAChR agonist reduced TNF-α
induced inflammatory response in keratinocytes by inhibiting
NF-κB pathway
Keratinocytes are important effector cells in psoriasis because their
hyper-proliferation and abnormal differentiation contribute to the
skin phenotype of silvery scale plaques [13]. TNF-α is thought to
play a key role in the pathogenesis of psoriasis, and anti-TNF-α
therapy has proven to be effective [14]. Therefore, we used TNF-α
induced HaCaT cells as the psoriatic cell model to investigate the
effect of α7nAChR agonist in psoriatic pathology. The expression
profile of pro-inflammatory cytokines including IL-1β, IL-6, and IL-8
were significantly increased after exposure to TNF-α (20 ng/ml).
PNU-282987 treatment, dose dependently (0.1 uM, 0.5 uM, 1 uM),
suppressed the expression of IL-1β, IL-6, and IL-8 at mRNA level
(Fig. 6A). Consistent with this finding, the keratinocyte differentia-
tion factors K16, K17, Involucrin, and S100A9 were also restored
(Fig. 6A), indicating that PNU-282987 treatment reduced inflam-
matory factor expression and normalized keratinocyte differentia-
tion in IMQ-induced mice or TNF-α stimulated HaCaT cells. Given
that NF-κB is a critical regulator of the inflammatory response in a
variety of diseases, we investigated whether the anti-inflammatory
mechanism of PNU-282987 was mediated by inhibiting NF-κB
pathway. It was evidenced that PNU-282987 administration
inhibited IkB alpha and p65 activation (Fig. 6B, C), implying that
PNU-282987 exerted its anti-inflammatory effects via inhibition of
the NF-κB signaling pathway.

Methyllycaconitine citrate, a selective α7nAChR antagonist,
exacerbated the abnormal proliferation and differentiation in
psoriatic mice model
Since our findings show that PNU-282987, a selective α7nAChR
agonist, can improve the lesioned skin of IMQ-stimulated mice as
well as IL-6/IL-22 induced HaCaT cells, we next investigate the
effect of Methyllycaconitine citrate (METH), a selective α7nAChR
antagonist, on IMQ-induced psoriasis.
The appearance of the back skin and H&E staining revealed that

the mice group that received METH treatment had an increased
pathological manifest in skin lesions and epidermal skin thickness
(Fig. 7A). The score of erythema, scaling, and infiltration in the
IMQ+METY group was slightly higher than in the IMQ-induced
psoriatic group, but there was no statistical difference (Fig. 7B).
Moreover, Masson and PAS staining showed that the pathological
basis of psoriatic model was not accompanied by collagen
deposition and glycogen accumulation (Fig. 7A). Besides, the
spleen-to-weight ratio of the METH treatment group remained
high as compared to the model group, indicating that systemic
inflammation was in an abnormally active state (Fig. 7C).
Furthermore, the daily weight growth rate in the IMQ+METH
group was the same as in the IMQ group, with a first drop on days
2 and 3 and then an ascent (Fig. 7D). It is widely assumed that the
formation of new blood vessels in the dermal layer was to be held
responsible for the infiltration of multiple immune cells that began
with early psoriatic changes. Our findings revealed that CD31, an
angiogenesis marker, was more abundant and distributed more

widely in the dermis of the IMQ+METH group (Fig. 8A). Although
the appearance and PSAI score in IMQ+METH mice showed little
change with no statistical difference, histological hallmarks of
psoriatic skin, including Ki67, K17, K16, and K10 expression,
revealed that Methyllycaconitine citrate application aggravated
the dynamics of abnormal keratinocyte proliferation and differ-
entiation (Fig. 8A). Additionally, the expression levels of K17, K16,
and P-STAT3 in lesional skin were significantly increased after
Methyllycaconitine citrate administration, particularly for K17 and
K16 (Fig. 8B, C).

DISCUSSION
The CAP is important in the regulation of various types of
inflammation, such as sepsis and asthma [15, 16]. Its role in
inflammatory skin disorders, however, is largely unknown. In the
present study, we investigated the protective role of CAP
activation in the pathogenesis of psoriasis. We demonstrated that
pharmacologically activating CAP with PNU-282987 reduced
cutaneous inflammation in an IMQ-induced experimental psoriatic
model, whereas CAP inhibitor Methyllycaconitine citrate had the
opposite effect. The protective effects of PNU-282987 were
characterized by a reduction in the release of inflammatory
cytokines and the inhibition of inflammatory signaling pathways.
Overall, our findings provide direct experimental evidence that the
CAP is important in regulating the inflammatory response during
experimental psoriasis.
The CAP is mediated by the vagus nerve, which releases

acetylcholine to interact with the α7 subunit of the nicotinic
acetylcholine receptor (α7nAChR) on multiple types of immunor-
egulatory cells. A recent study indicated that non-neuronal cells
can also release acetylcholine and express the α7nAChR, which
includes T cells, B cells, macrophages, fibroblasts, and keratino-
cytes [17]. In mouse skin, α7nAChR has been found expressed in
mononuclear cells (MNCs) and fibroblastic cells (FBCs), including
macrophages, fibrocytes, and myofibroblasts, and its expression is
time-dependent, indicating that it is involved in distinct cell types
during the process of skin wound healing in mice [18]. We first
assessed the expression level of α7nAChR on human and mouse
skin. The results indicated that, when compared to other organs or
tissues, the relative expression level of α7nAChR was intermediate
or high in the skin epidermis. Furthermore, the protein level
expression of α7nAChR was detected in both macrophage and
skin keratinocytes, indicating that its immune regulation function
may be mediated via skin macrophage and keratinocytes.
Notably, data from our current study revealed that there was a

significant increase in expression of α7nAChR in lesioned psoriatic
skin when compared to healthy control skin or no lesioned skin.
Given the well-known anti-inflammatory activity of CAP, we
speculated that α7nAChR might play a role in the anti-
inflammatory response and repair process during the psoriatic
inflammatory disorder. The increased expression of this receptor
during cutaneous inflammation may be a self-regulatory anti-
inflammatory response that helps to maintain immune home-
ostasis and avoid tissue injury caused by an overwhelming
inflammatory response.
As a chronic inflammatory skin disorder, psoriasis has been

considered as a T cell-mediated autoimmune disease, with the
interaction of antigen-presenting cells (APCs), T cell subsets, and
skin keratinocytes playing an important role in the pathological
development of psoriasis. T cell-related immune responses,
especially Th17 and Th1 immune responses, are important in
the pathological development of psoriasis. Th1 type immune
responses are thought to contribute to the initiation stage of
psoriasis inflammation [19], whereas Th17 dominated immune
responses are thought to be responsible for the chronic stage of
psoriatic inflammation, making them a primary target for drug
development [20]. In our study, we observed a significant level of
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Fig. 5 PNU-282987 treatment inhibits the IL-6 or IL-22 induced keratinocyte migration. The effect of PNU-282987 treatment on IL-6 (a) or
IL-22 (b) induced cell migration was analyzed by in vitro scratch‐wound assay, which were established in IL-6‐treated and untreated
HaCaT cells. Scratch‐wound assay result was analyzed and the percentage of closed wound area is presented in the graph.
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inflammatory cells infiltrating human psoriatic skin biopsies, as
well as increased expression of multiple pro-inflammatory
cytokines in the lesion skins of psoriatic mice, which fully supports
the notion that inflammatory cellular infiltration induced an
inflammatory response that resulted in the pathogenesis of

psoriatic skin lesions [21]. Multiple types of pro-inflammatory
cytokines and chemokines have been linked with the pathological
development of psoriasis, including Th1 cell-related cytokines IFN-
γ and IL-12; Th17 cells associated cytokines IL-17, IL-22, and IL-23;
and other pro-inflammatory cytokines such as IL-1β, IL-6, and TNF-

Fig. 6 PNU-282987 counteracts TNF-α induced cutaneous inflammation by inhibiting NF-kB signal pathway. a HaCaTs were pretreated
with different concentrations of PNU-282987 (0.1 uM, 0.5 uM, 1 uM) for 12 h followed by stimulation of TNF-α (20 ng/ml) for 24 h, the
transcriptional expression levels of K17, Involucrin, S100A9, IL-1β, IL-6, IL-8 were detected by RT-PCR. b The expression of p-IκBα, IκBα, p-p65,
and p65 were determined by western blot in response to PNU-282987 (0.1 uM, 1 uM) and TNF-α (20 ng/ml) treatment. c The relative
expression levels of P-IkB and P-P65 were analyzed by normalized to GAPDH.
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Fig. 7 α7nAChR antagonist treatment exacerbates the abnormal epidermal proliferation and differentiation in psoriatic mice model.
a The application ofα7nAChR antagonist Methyllycaconitine citrate led to mildly aggravated psoriasis. H&E staining and epidermal thickness
measurements were analyzed in a different group (magnification ×200). b Erythema, scaling, infiltration, and PASI score indicated IMQ+METH
group had slight worsen symptoms than the IMQ group, but there was no statistical difference. c Spleen change to weight ratio was
calculated to analysis the inflammatory state in mice. dMice in IMQ+METH group had the similar daily growth rate of weight to IMQ-induced
model group. Data are presented as mean ± SD, n= 6.
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α that promote the acute stage of inflammatory responses, or the
chemokines that regulate neutrophil chemotaxis, such as IL-8/
CXCL8. Similarly, we observed a significant reduction in the
expression of IL-1β, IL-6, and TNF-α in the lesion skins of psoriatic
mice treated with the α7nAchR agonist PNU-282987. These
findings indicate that administration of α7nAchR agonist inhibits
TH1 and TH17 differentiation and down-regulates pro-inflamma-
tory cytokine expression, which may explain the molecular
pathological mechanism underlying the anti-inflammatory effects
of α7nAChR activation.
The differentiation of Th17 cells relies on the positive feedback

regulation of the STAT3 signaling pathway, and STAT3 has been
demonstrated to control cell cycling and proliferation in
keratinocytes. The aberrant STAT3 activation in mouse skin
keratinocytes has been linked to psoriasis-like skin inflammation
[13]. Consistent STAT3 activation has been found in virtually every
cell type involved in disease initiation and maintenance. Most of
the crucial cytokines that are involved in disease pathogenesis,
including the IL-23/IL-17/IL-22 axis, are also controlled by the
STAT3 signaling pathway. Apart from neutralizing antibodies, such

as those against IL-17 or IL-23, various STAT3 signaling pathway
inhibitors, such as Tofacitinib, an oral JAK1/3 inhibitor [22], or
Ruxolitinib, a topically applied JAK1/2 inhibitor that could block
STAT3 phosphorylation, have been approved for clinical trials for
the treatment of psoriasis [23, 24]. In line with previous studies
[25, 26], our findings showed that STAT3 activation was
significantly upregulated in the lesion skins of psoriatic mouse
models, which was remarkably blocked in response to systematic
in vivo PNU-282987 treatment. This result indicated that, in
contrast to other parasitic biological therapies reagents such as
antibodies against IL-17 (e.g. Brodalumab) [27] or IL-23 [28], which
function by inhibiting the interaction between Th17 cytokines and
their receptors, the anti-inflammatory effects of α7nAChR agonist
PNU-282987 were mediated by its inhibitory effects on
STAT3 signaling pathway activation, which resulted in a reduction
of Th17-mediated inflammatory immune responses. To further
confirm these findings, we measured the Th17-related cytokines
involved in keratinocyte proliferation and differentiation, IL-6 and
IL-22, which were found to be elevated in the blood of psoriasis
patients and have been implicated in regulating keratinocyte

Fig. 8 α7nAChR antagonist treatment exacerbates the cutaneous inflammation in IMQ-induced psoriatic mice model. a Immunohis-
tochemical staining of CD31, Ki67, K17, K16, and K10 in lesional skin of IMQ-induced mice. (Arrow: the positive cells. magnification ×200).
b The protein levels of Ki67, K17, K16, STAT3, and P-STAT3 in skin lesion were measured by western blot assay. c The relative protein levels
were accessed by image J software.
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proliferation and differentiation [29, 30]. Our findings further
established that the anti-psoriatic effects of α7nAChR agonist
PNU-282987 are mediated by inhibiting the STAT3 signaling
pathway, as abnormal keratinocyte differentiation and prolifera-
tion were significantly alleviated in response to α7nAChR agonist
PNU-282987 treatment. In contrast, administration of the
α7nAChR antagonist Methyllycaconitine citrate exacerbated the
disease by activating the STAT3 signaling pathway, increasing the
abnormal proliferation and differentiation of skin keratinocytes in
a psoriatic mouse model, indicating that α7nAChR activation is
indeed providing critical immune protection in psoriasis-induced
cutaneous inflammation.
NF-κB is another transcription factor that plays a role in the

pathogenesis of psoriasis [31], and increased NF-κB activation has
been observed in lesioned psoriatic skin [32]. Consistent with
previous reports, we found constitutively activated NF-κB in the
epidermis of experimental psoriasis. Given that NF-κB is a critical
regulator of keratinocyte differentiation and proliferation, we next
assessed whether the α7nAChR agonist PNU-282987 could
modulate NF-κB activation. TNF-α, as an NF-kB upstream regulator,
is one of the most important pro-inflammatory cytokines involved
in acute stage inflammatory responses and has also emerged as a
key mediator for the pathogenesis development of psoriasis [33], so
we focused on this mediator and investigated the protective effects
of PNU-282987 on TNF-α-induced inflammatory signaling pathway
activation in keratinocytes. PNU-282987 effectively inhibited TNF
induction of multiple types of pro-inflammatory cytokines, includ-
ing IL-1β, IL-6, IL-8, and S100A9 mRNA expression in HaCaT cells.
Furthermore, the TNFα-induced downregulation of Involucrin and
upregulation of K17, both of which are associated with abnormal
keratinocyte differentiation, were significantly reversed by the
α7nAChR agonist PNU-282987 treatment. Notably, the biological
effects of PNU-282987 were detectable in HaCaT cells at very low
concentrations (0.1 ng/mL) and its anti-inflammation effects were
obviously dose dependent. The dose kinetics of PNU-282987’s
suppressive effect on TNF-α-induced inflammatory cytokine pro-
duction indicated that a receptor-mediated action was very likely
involved, as TNF receptor type 1 (p65) has been shown to be a
major mediator of TNF-α-induced skin inflammation [34]. In
subsequent mechanistic studies, we demonstrated that PNU-
282987 is primarily targeting the canonical NF‐κB signaling pathway
in response to TNF-α stimulation. PNU-282987 treatment signifi-
cantly inhibited TNF-α-induced NF‐κB activation in vitro, primarily
by reducing p65 nuclear accumulation and IκBα‐degradation.
In conclusion, our results suggest that using the α7nAchR agonist

PNU-282987 to activate the CAP can reduce psoriasis-like skin
lesions, which is likely mediated by its anti-proliferation and anti-
inflammation effects. Methyllycaconitine citrate, on the other hand,
may aggravate the pathological features of psoriasis, such as
abnormal proliferation and differentiation. This study provides
direct experimental evidence that PNU-282987 can reduce psoriatic
inflammation by inhibiting the activation of the STAT3 and NF-κB
signal pathways, thereby inhibiting Th17-related immune responses
in psoriasis. More research is needed to fully understand the
molecular pathological mechanism of PNU-282987 in the immune
response and skin symptoms associated with psoriasis.

MATERIALS AND METHODS
Reagents
PNU-282987(HY-12560A, Med Chem Express) and Methyllycaconitine
citrate (HY-N2332A, Med Chem Express) were purchased from Med Chem
Express. Antibodies were as following, anti-Keratin 17 (ab53707, Abcam,
Cambridge, UK), anti-Keratin 16 (sc-53255, Santa Crusz), anti-Keratin 10
(AF1861, Beyotime), anti-Phospho-STAT3 (Tyr705) (#9145, Cell Signaling
Technology, Danvers, MA, USA), anti-Nicotinic Acetylcholine Receptor
alpha 7 (ab216485, Abcam, Cambridge, UK), anti-Phospho-STAT3 (Tyr705)
(#9145, Cell Signaling Technology, MA, USA), anti-STAT3 (#12640, Cell

Signaling Technology, MA, USA), anti-Phospho-NF-κB p65 (#3033, Cell
Signaling Technology, MA, USA), anti-NF-κB p65 (#8242, Cell Signaling
Technology, MA, USA), anti-Phospho-IκBα (#2859, Cell Signaling Technol-
ogy, MA, USA), anti-IκBα (#4812, Cell Signaling Technology, MA, USA) and
GAPDH (BS60630, Bioworld technology Inc, MN, USA).

Assessment of gene expression using publicly available
datasets
We investigated the RNA and protein expression of α7nAChR in different
human tissues on The Human Protein Atlas portal (Website: http://www.
proteinatlas.org/). All data are available directly online.

Patient biopsy skin samples
Biopsy skin samples were collected from five newly diagnosed psoriasis
patients and five healthy volunteers undergoing esthetic plastic surgery.
The patients were diagnosed based on clinical and histological examina-
tions, and had not received any systemic or topical therapy for at least
2 weeks before skin biopsies were performed. The study protocol was
approved by the ethics review board of the First Affiliated Hospital of
Nanjing Medical University. Written informed consent was obtained from
all participants prior to the study. All the patients and volunteers agreed
with the publication of their’s photos.

Animal models
Six to eight-week-old female BALB/c mice were purchased from the
Model Animal Research Center of Nanjing University. The experimental
procedures performed on mice were carried out according to the
guidelines approved by the Nanjing Medical University Animal Welfare
and Ethics committee. All of the animal experiment allocation and/or the
outcome assessing were blinded performed. The following groups of
mice were randomly assigned into cages and divided into four groups in
the study, which included control group (mice received the treatment of
vaseline cream), IMQ group (IMQ-induced psoriasis mouse model), IMQ
+ PNU group (psoriasis mouse received PNU-282987 treatment), PNU
group (mice received PNU-282987 treatment), IMQ+METH group
(psoriasis mouse received Methyllycaconitine citrate treatment) and
METH group (mice received Methyllycaconitine citrate treatment). The
IMQ-induced psoriasis mouse model was established following the
protocol reported in the literature, briefly, female BALB/c mice received a
daily topical application of IMQ cream (62.5 mg, Aldara 5%; 3 M
Pharmaceuticals) on their shaved backs for 6 days to induce psoriasis-
like skin, as described previously [35]. In the mice of the control group,
vaseline was used in the same amount. To assess the therapeutic effects
of α7nAChR activation in the psoriatic mouse model, IMQ-induced
psoriatic mice were intraperitoneally injected with PNU-282987 (Med
Chem Express, Shanghai, China, 10 mg/kg), or Methyllycaconitine citrate
(Med Chem Express, Shanghai, China, 3 mg/kg), a specific agonist or
antagonist of α7nAchR. 24 h after the last drug administration, the
severity of cutaneous inflammation of the back skin was scored blindly by
three independent investigators based on the clinical Psoriasis Area and
Severity Index (PASI). The cumulative score represented the overall
severity of inflammation (scale 0–9). Mice were euthanized by cervical
dislocation and skin samples were taken from the treated dorsal skin and
fixed in formalin for histological study or stored at −80°C for subsequent
homogenization for western blot or qPCR assay.

Cell culture
Cultured immortalized human keratinocyte (HaCaT) cells (NE Fusenig,
Heidelberg, Germany) were obtained from KeyGen Biotech Company. The
cells were cultured at 37 ˚C, 5% CO2 in Dulbecco’s Modified Eagle Medium
(DMEM; Gibco; Thermo Fisher Scientific, Inc.) containing 10% fetal bovine
serum (FBS; HyClone; Thermo Fisher Scientific, Inc.) and 100 units/mL
penicillin, and 100 μg/mL streptomycin (Invitrogen; Thermo Fisher
Scientific, Inc). The human monocytic THP-1 cell line was cultured in
RPMI-1640 medium supplemented with 10% FBS and antibiotics at 37 ˚C,
5% CO2. HaCaT cells in good growth condition were seeded in a 6-well
plate at 5 × 105 cells/well. When 70% confluence was achieved, HaCaT cells
were replaced with serum-free medium and starved overnight. The next
day, different concentrations of PNU-282987 (0.1, 0.5, 1 uM) were
supplemented and then the corresponding cytokine TNF-α (20 ng/ml) or
IL -6 (25 ng/ml) or IL-22 (25 ng/ml) was added for 0.5 or 12 or 24 h. Total
cell protein or total cell RNA was extracted for subsequent experiments.

Y. Chen et al.

12

Cell Death Discovery           (2022) 8:141 

http://www.proteinatlas.org/
http://www.proteinatlas.org/


Histopathological and immunohistochemical staining
The skin specimens were fixed with 4% paraformaldehyde and embedded
in paraffin. Serial sections were prepared and H&E, PAS, and Masson’s
staining were performed following the instruction given in the manual
AFIP Laboratory Methods in Histotechnology [36]. The immunostaining
was performed using the streptavidin–peroxidase method. Anti-Nicotinic
Acetylcholine Receptor alpha 7 (ab216485, Abcam, Cambridge, UK), anti-
Ki67 (ab16667, Abcam, Cambridge, UK), anti-Keratin 17 (ab53707, Abcam,
Cambridge, UK) and anti-Phospho-STAT3 (Tyr705) (Cell Signaling Technol-
ogy #9145, Danvers, MA, USA) were used as primary antibodies.

Western blot
Whole cell lysates were prepared from tissue homogenates and cells,
separated on 10% SDS-polyacrylamide gel, and transferred to PVDF
membranes. The membranes were incubated with 5% bovine serum
albumin for 1 h and incubated with primary antibodies overnight at 4 °C.
The following antibodies were used: anti-Nicotinic Acetylcholine Receptor
alpha 7 (ab216485, Abcam, Cambridge, UK), anti-Phospho-STAT3 (Tyr705)
(#9145, Cell Signaling Technology, MA, USA), anti-STAT3 (#12640, Cell
Signaling Technology, MA, USA), anti-Phospho-NF-κB p65 (#3033, Cell
Signaling Technology, MA, USA), anti-NF-κB p65 (#8242, Cell Signaling
Technology, MA, USA), anti-Phospho-IκBα (#2859, Cell Signaling Technol-
ogy, MA, USA), anti-IκBα (#4812, Cell Signaling Technology, MA, USA) and
GAPDH (BS60630, Bioworld technology Inc, MN, USA). Blots were
incubated with HRP-conjugated secondary antibodies (BS13278, Bioworld
technology Inc, MN, USA) for 1 h, and protein expression was detected
with ECL (WBULS0500, Millipore, MA, USA) by digital imaging systems
(SYNGENE, Cambridge, UK).

Quantitative reverse transcription polymerase chain reaction
Total RNA was isolated from tissues or cells using TRIzol reagent (Sigma,
Milwaukee, WI, USA) and 1 μg of total RNA was used for reverse
transcription reaction via the PrimeScript RT Master Kit (Takara Kyoto,
Japan) to synthesize cDNA. Primers are listed in the Table. All quantitative
polymerase chain reaction assays were performed in the QuantStudio 5
Real-Time PCR system (Applied Biosystems, CA, USA) with Power-Up SYBR
Master Mix (Applied Biosystems, CA, USA) under the following conditions:
95 °C for 15min, and 95 °C for 15 s, 60 °C for 1 min, for 40 cycles. β-actin or
GAPDH was used as the internal control. The relative change in the levels
of genes of interest was determined by the 2ΔΔCT method.

Statistical analysis
Statistical analyses were performed using GraphPad Prism software 8.0
(GraphPad Inc., San Diego, CA). All the results were shown as mean ± SD. If
data had a normal distribution, Student t-test or One-way ANOVA was used
to test differences in quantitative data among different groups. Otherwise,
the statistical difference was calculated by the Wilcoxon test or
Kruskal–Wallis H-test. Two-side test was performed. Differences with P <
0.05 were considered statistically significant.

DATA AVAILABILITY
All data included in this study are available upon request by contact with the
corresponding author.

REFERENCES
1. Parisi R, Iskandar IYK, Kontopantelis E, Augustin M, Griffiths CEM, Ashcroft DM,

et al. National, regional, and worldwide epidemiology of psoriasis: systematic
analysis and modelling study. BMJ 2020;369:m1590.

2. Hawkes JE, Chan TC, Krueger JG. Psoriasis pathogenesis and the development of
novel targeted immune therapies. J Allergy Clin Immunol. 2017;140:645–53.

3. Deng Y, Chang C, Lu Q. The inflammatory response in psoriasis: a comprehensive
review. Clin Rev Allergy Immunol. 2016;50:377–89.

4. Roszkiewicz M, Dopytalska K, Szymanska E, Jakimiuk A, Walecka I. Environmental
risk factors and epigenetic alternations in psoriasis. Ann Agric Environ Med.
2020;27:335–42.

5. Dika E, Bardazzi F, Balestri R, Maibach HI. Environmental factors and psoriasis.
Curr Probl Dermatol. 2007;35:118–35.

6. Choi JE, Di Nardo A. Skin neurogenic inflammation. Semin Immunopathol.
2018;40:249–59.

7. Wang H, Yu M, Ochani M, Amella CA, Tanovic M, Susarla S, et al. Nicotinic
acetylcholine receptor alpha7 subunit is an essential regulator of inflammation.
Nature. 2003;421:384–8.

8. Li DJ, Fu H, Tong J, Li YH, Qu LF, Wang P, et al. Cholinergic anti-inflammatory
pathway inhibits neointimal hyperplasia by suppressing inflammation and oxi-
dative stress. Redox Biol. 2018;15:22–33.

9. Benfante R, Antonini RA, De Pizzol M, Gotti C, Clementi F, Locati M, et al.
Expression of the α7 nAChR subunit duplicate form (CHRFAM7A) is down-
regulated in the monocytic cell line THP-1 on treatment with LPS. J Neu-
roimmunol. 2011;230:74–84.

10. Jin L, Wang G. Keratin 17: A critical player in the pathogenesis of psoriasis. Med
Res Rev. 2014;34:438–54.

11. Sano S, Chan KS, Carbajal S, Clifford J, Peavey M, Kiguchi K, et al. Stat3 links
activated keratinocytes and immunocytes required for development of psoriasis
in a novel transgenic mouse model. Nat Med. 2005;11:43–49.

12. Tokura Y, Mori T, Hino R. Psoriasis and other th17-mediated skin diseases. J UOEH.
2010;32:317–28.

13. Benhadou F, Mintoff D, Del Marmol V. Psoriasis: keratinocytes or immune cells—
which is the trigger? Dermatology. 2019;235:91–100.

14. Campanati A, Paolinelli M, Diotallevi F, Martina E, Molinelli E, Offidani A. Phar-
macodynamics of TNF alpha inhibitors for the treatment of psoriasis. Expert Opin
Drug Metab Toxicol. 2019;15:913–25.

15. Kanashiro A, Sonego F, Ferreira RG, Castanheira FV, Leite CA, Borges VF, et al.
Therapeutic potential and limitations of cholinergic anti-inflammatory pathway in
sepsis. Pharm Res. 2017;117:1–8.

16. Antunes GL, Silveira JS, Kaiber DB, Luft C, da Costa MS, Marques EP, et al. Cho-
linergic anti-inflammatory pathway confers airway protection against oxidative
damage and attenuates inflammation in an allergic asthma model. J Cell Physiol.
2020;235:1838–49.

17. Zoheir N, Lappin DF, Nile CJ. Acetylcholine and the alpha 7 nicotinic receptor: a
potential therapeutic target for the treatment of periodontal disease? Inflamm
Res. 2012;61:915–26.

18. Fan Y-Y, Yu T-S, Wang T, Liu W-W, Zhao R, Zhang S-T, et al. Nicotinic acetylcholine
receptor α7 subunit is time-dependently expressed in distinct cell types during
skin wound healing in mice. Histochemistry Cell Biol. 2011;135:375–87.

19. Kryczek I, Bruce AT, Gudjonsson JE, Johnston A, Aphale A, Vatan L, et al. Induction
of il-17+ t cell trafficking and development by IFN-gamma: Mechanism and
pathological relevance in psoriasis. J Immunol. 2008;181:4733–41.

20. Esparza-Gordillo J, Schaarschmidt H, Liang L, Cookson W, Bauerfeind A, Lee-
Kirsch M-A, et al. A functional il-6 receptor (il6r) variant is a risk factor for per-
sistent atopic dermatitis. J allergy Clin Immunol. 2013;132:371–7.

21. Ogawa E, Sato Y, Minagawa A, Okuyama R. Pathogenesis of psoriasis and
development of treatment. J Dermatol. 2018;45:264–72.

22. Azevedo A, Torres T. Tofacitinib: A new oral therapy for psoriasis. Clin Drug
Investig. 2018;38:101–12.

23. Orecchia V, Regis G, Tassone B, Valenti C, Avalle L, Saoncella S, et al. Constitutive
stat3 activation in epidermal keratinocytes enhances cell clonogenicity and
favours spontaneous immortalization by opposing differentiation and senes-
cence checkpoints. Exp Dermatol. 2015;24:29–34.

24. Shreberk-Hassidim R, Ramot Y, Gilula Z, Zlotogorski A. A systematic review of
pulse steroid therapy for alopecia areata. J Am Acad Dermatol. 2016;74:372–4.
e371-375

25. Pinheiro NM, Miranda C, Santana FR, Bittencourt-Mernak M, Arantes-Costa FM,
Olivo C, et al. Effects of VAChT reduction and alpha7nAChR stimulation by PNU-
282987 in lung inflammation in a model of chronic allergic airway inflammation.
Eur J Pharmacol. 2020;882:173239.

26. Xie S, Su Z, Zhang B, Ge J, Song S, Sun G, et al. Sirt1 activation ameliorates Aldara-
induced psoriasiform phenotype and histology in mice. J Invest Dermatol.
2015;135:1915–8.

27. Foulkes AC, Warren RB. Brodalumab in psoriasis: evidence to date and clinical
potential. Drugs Context. 2019;8:212570.

28. Megna M, Balato A, Raimondo A, Balato N. Guselkumab for the treatment of
psoriasis. Expert Opin Biol Th. 2018;18:459–68.

29. von Stebut E, Boehncke WH, Ghoreschi K, Gori T, Kaya Z, Thaci D, et al. Il-17a in
psoriasis and beyond: cardiovascular and metabolic implications. Front Immunol.
2019;10:3096.

30. Brembilla NC, Senra L, Boehncke WH. The il-17 family of cytokines in psoriasis: Il-
17a and beyond. Front Immunol. 2018;9:1682.

31. Nair RP, Duffin KC, Helms C, Ding J, Stuart PE, Goldgar D, et al. Genome-wide scan
reveals association of psoriasis with il-23 and NF-kappaB pathways. Nat Genet.
2009;41:199–204.

32. Yan S, Xu Z, Lou F, Zhang L, Ke F, Bai J, et al. NF-kappaB-induced microRNA-31
promotes epidermal hyperplasia by repressing protein phosphatase 6 in psor-
iasis. Nat Commun. 2015;6:7652.

Y. Chen et al.

13

Cell Death Discovery           (2022) 8:141 



33. Ettehadi P, Greaves MW, Wallach D, Aderka D, Camp RD. Elevated tumour
necrosis factor-alpha (TNF-alpha) biological activity in psoriatic skin lesions. Clin
Exp Immunol. 1994;96:146–51.

34. Kondo S, Sauder DN. Tumor necrosis factor (TNF) receptor type 1 (p55) is a main
mediator for TNF-alpha-induced skin inflammation. Eur J Immunol. 1997;27:1713–8.

35. van der Fits L, Mourits S, Voerman JSA, Kant M, Boon L, Laman JD, et al.
Imiquimod-induced psoriasis-like skin inflammation in mice is mediated via the
il-23/il-17 axis. J. Immunol. 2009;182:5836–45.

36. Prophet EB, Mills B, Arrington JB, Sobin LH. Laboratory methods in histo-
technology. USA: American Registry of Pathology; 1992.

ACKNOWLEDGEMENTS
We thank our colleagues for their technical help. All original western blots were
provided as supplementary data. This study was supported by the National Natural
Science Foundation of China (Grant No: 81773326 and 82070912), Natural Science
Foundation of Jiangsu Province China (Grant No: BE2019676, BK20171117), the
Fundamental Research Funds for the Central University (Grant No: 0214-14380523)
and Nanjing Science and Technology Development Fund (Grant No.YKK17081).

AUTHOR CONTRIBUTIONS
Z.S and H.W. conceived the research; Y.C., P.L. Z.S, and H.W. designed the project; Y.C.
and P.L performed most of the experiments; Z.P, C.M, C.Z, andW.P helped to constructed
the murine model; L.W., ML.L., and J.L. perform some of the in vitro experiments, J.W, Z.S.,
and H.W. wrote the manuscript. All authors reviewed the manuscript.

COMPETING INTERESTS
The authors state no competing interests.

ADDITIONAL INFORMATION
Supplementary information The online version contains supplementary material
available at https://doi.org/10.1038/s41420-022-00943-4.

Correspondence and requests for materials should be addressed to Hongwei Wang
or Zhonglan Su.

Reprints and permission information is available at http://www.nature.com/
reprints

Publisher’s note Springer Nature remains neutral with regard to jurisdictional claims
in published maps and institutional affiliations.

Open Access This article is licensed under a Creative Commons
Attribution 4.0 International License, which permits use, sharing,

adaptation, distribution and reproduction in anymedium or format, as long as you give
appropriate credit to the original author(s) and the source, provide a link to the Creative
Commons license, and indicate if changes were made. The images or other third party
material in this article are included in the article’s Creative Commons license, unless
indicated otherwise in a credit line to the material. If material is not included in the
article’s Creative Commons license and your intended use is not permitted by statutory
regulation or exceeds the permitted use, you will need to obtain permission directly
from the copyright holder. To view a copy of this license, visit http://creativecommons.
org/licenses/by/4.0/.

© The Author(s) 2022

Y. Chen et al.

14

Cell Death Discovery           (2022) 8:141 

https://doi.org/10.1038/s41420-022-00943-4
http://www.nature.com/reprints
http://www.nature.com/reprints
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/

	Alpha-7 nicotinic acetylcholine receptor agonist alleviates psoriasis-like inflammation through inhibition of the STAT3 and NF-&#x003BA;B signaling pathway
	Introduction
	Results
	Increased expression of &#x003B1;7 nicotinic acetylcholine receptor was detected in the human and mouse psoriatic lesional skin tissue
	In vivo administration of &#x003B1;7nAChR agonist alleviated inflammatory skin lesions in an IMQ-induced psoriatic mouse model
	In vivo, treatment with a &#x003B1;7nAChR agonist inhibited the inflammatory response and prevented the abnormal differentiation of epidemic cells in psoriatic mice
	In vitro administration of &#x003B1;7nAChR agonist restore Th17 cytokines induced keratinocyte over proliferation and abnormal differentiation by inhibiting STAT3�signal pathway
	In vitro administration of &#x003B1;7nAChR agonist reduced TNF-&#x003B1; induced inflammatory response in keratinocytes by inhibiting NF-&#x003BA;B pathway
	Methyllycaconitine citrate, a selective &#x003B1;7nAChR antagonist, exacerbated the abnormal proliferation and differentiation in psoriatic mice model

	Discussion
	Materials and methods
	Reagents
	Assessment of gene expression using publicly available datasets
	Patient biopsy skin samples
	Animal models
	Cell culture
	Histopathological and immunohistochemical staining
	Western blot
	Quantitative reverse transcription polymerase chain reaction
	Statistical analysis

	References
	Acknowledgements
	Author contributions
	Competing interests
	ADDITIONAL INFORMATION




