
Letters to the Editor

Indian Journal of Dermatology, Venereology and Leprology | Volume 85 | Issue 5 | September-October 2019534

Financial support and sponsorship
Nil.

Conflicts of interest
There are no conflicts of interest.

Kento Mizutani, Yoshiaki Matsushima, Koji Habe, 
Keiichi Yamanaka

Department of Dermatology, Graduate School of Medicine, Mie 
University, Tsu, Mie, Japan

Correspondence: Dr. Keiichi Yamanaka, 
Department of Dermatology, Graduate School of Medicine, 
Mie University, 2‑174 Edobashi, Tsu, Mie 514‑8507, Japan. 

E‑mail: yamake@clin.medic.mie‑u.ac.jp

References
1.	 Miossec  P, Kolls  JK. Targeting IL‑17 and TH17  cells in chronic 

inflammation. Nat Rev Drug Discov 2012;11:763‑76.
2.	 Yamanaka K, Yamagiwa A, Akeda T, Kondo M, Kakeda M, Habe K, 

et  al. Neutrophils are not the dominant interleukin‑17 producer in 
psoriasis. J Dermatol 2017;44:e170‑1.

3.	 Shi  X, Jin  L, Dang  E, Chang  T, Feng  Z, Liu  Y, et  al. IL‑17A 
upregulates keratin 17 expression in keratinocytes through STAT1‑ and 
STAT3‑dependent mechanisms. J Invest Dermatol 2011;131:2401‑8.

4.	 Tardif MR, Chapeton‑Montes  JA, Posvandzic A, Pagé N, Gilbert C, 
Tessier PA. Secretion of S100A8, S100A9, and S100A12 by neutrophils 
involves reactive oxygen species and potassium efflux. J Immunol Res 
2015;2015:296149.

How to cite this article: Mizutani K, Matsushima Y, Habe K, 
Yamanaka K. Interleukin-17-dressed neutrophil: Neutrophil does 
not produce but delivers interleukin-17 to lesional epidermis causing 
keratinocyte S100A expression. Indian J Dermatol Venereol Leprol 
2019;85:531-4.

Received: April, 2018. Accepted: February, 2019.
© 2019 Indian Journal of Dermatology, Venereology and Leprology | Published by 
Wolters Kluwer - Medknow

This is an open access journal, and articles are distributed under the terms of 
the Creative Commons Attribution-NonCommercial-ShareAlike 4.0 License, 
which allows others to remix, tweak, and build upon the work non-commercially, 
as long as appropriate credit is given and the new creations are licensed under 
the identical terms.

Access this article online

Quick Response Code: Website: 
www.ijdvl.com

DOI: 
10.4103/ijdvl.IJDVL_375_18

PMID:
*****

Expression and correlation of  interleukin‑36γ, claudin‑1 
and claudin‑7 in psoriasis

Sir,
Psoriasis is characterized by exaggerated and disordered 
epidermal cell proliferation and keratinization. The impaired 
epidermal barrier plays a role in the pathogenesis of psoriasis. 
Tight junctions form a barrier in the granular cell layer of the 
epidermis and are involved in proliferation, differentiation, 
cell–cell adhesion, and apoptosis of keratinocytes.1 Claudin‑1 
and claudin‑7 play crucial roles in the formation of these 
tight junctions and are associated with its strength, size, and 
ion specificity. The alteration of the tight junction proteins 
is an early event in psoriasis, with claudin‑1 and claudin‑7 
being downregulated in the basal and uppermost layers of the 
epidermis.2 The expression level of claudin‑1 is lower in the 
psoriatic plaque, compared to the healthy or uninvolved skin.

Interleukin‑36  (IL‑36) belongs to the IL‑1 family of 
cytokines and includes IL‑36α, IL‑36β, IL‑36γ, and 
IL‑36 receptor antagonist  (Ra). All the forms of IL‑36 are 
overexpressed in the psoriatic skin lesion. The hypothesis 
that the tight junctions and other skin barriers, including the 
immunological barrier, influence each other, was supported 
by a variety of experimental data. Watson et al. showed that 
IL‑1β can downregulate the expression of tight junction 
proteins in the skin.3 IL‑36, a member of the IL‑1 family 

of cytokines, might also influence the expression of these 
proteins. In this study, IL‑36γ was selected in the lesional 
skin of psoriasis patients, as it is the only IL‑36 cytokine 
constitutively expressed in the skin and may become a 
potential biomarker of psoriasis.4 This study detected the 
expression of IL‑36γ and tight junction proteins and revealed 
their correlation in psoriasis.

A total of 42  patients diagnosed with extensive psoriasis 
vulgaris, and 15 age‑ and gender‑matched healthy controls, 
attending the Department of Dermatology of First Affiliated 
Hospital of Zhejiang University, Hangzhou, China, were 
included in the study. Skin biopsy was obtained from the 
lesion and immunohistochemistry was performed on it. None 
of the patients receive any systemic treatment for 3 months 
or any topical medication for 2  weeks prior to the biopsy. 
Patients with any other skin or systemic disorder were 
excluded. Psoriasis Area and Severity Index score was used 
to evaluate the severity of the disease.

The age of the included patients ranged from 18 to 79 years, 
with a median age of 45  years. Clinical data are depicted 
in Table  1. IL‑36γ was found to be expressed, mainly in 
the cells of granular and adjacent spinous layers, while 
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Figure 1a: Immunohistochemical analysis of interleukin‑36γ, claudin‑1, and 
claudin‑7 in psoriasis. Sections of the normal skin (A, C, E) and the psoriasis 
lesions  (B, D, F)  (S‑P method, ×400); A, B: claudin‑1; C, D: claudin‑7; 
E, F: interleukin‑36γ

Figure 1b: Immunohistochemical analysis of interleukin‑36γ, claudin‑1, and 
claudin‑7 in psoriasis. Semi‑quantitative analysis of the immunohistochemistry 
staining. P<0.05 compared with control group
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Table 1: Clinical data of the patients

Clinical data Patients
Number of patients 42
Age (years), mean±SD 46.3±14.9
PASI score, mean±SD 9.1±3.5
Duration of psoriasis (years), mean±SD 4.1±2.7
PASI: Psoriasis Area and Severity Index, SD: Standard deviation

Table 2: Multivariate analyses of related factors for psoriasis

Variable Hazard ratio 95% CI P
Age 0.997 0.928-1.071 0.929
Sex 0.076 0.004-1.299 0.075
Claudin‑1 0.909 0.622-1.328 0.623
Claudin‑7 0.024 0.002-0.347 0.006
IL‑36γ 1.535 0.571-4.124 0.039
CI: Confidence interval, IL‑36γ: Interleukin‑36γ

claudin‑1 and claudin‑7 were found in all the layers of the 
epidermis[Figure  1a]. Statistical analysis revealed that 
the percentage of cells positive for IL‑36γ in the psoriasis 
group was markedly higher than that in the control group 
(P = 0.022) [Figure 1b]. On the contrary, the percentage of 
cells positive for claudin‑1 and claudin‑7 in the psoriasis 
group was lower than the control group (P = 0.001, 0.001 for 
claudin‑1 and claudin‑7, respectively) [Figure 1b]. In addition, 
the expression level of IL‑36γ was negatively correlated with 
that of claudin‑1  (r = −0.344, P  =  0.025) and claudin‑7  (r 

= −0.320, P = 0.039). We implemented logistic analysis to 
negate the  effects of the confounding factors. No correlation 
was observed between age, sex, claudin‑1, claudin‑7, and 
psoriasis (P = 0.929, 0.075, 0.623 and 0.006, respectively), 
while psoriasis was found to be related to IL‑36γ expression 
level (P = 0.039) [Table 2].

It is widely accepted that immune system plays an important 
role in the pathogenesis of psoriasis. Some recent studies have 
demonstrated IL‑36 to be closely related to psoriasis. IL‑36γ, 
in particular, was found to be raised in the lesional skin as 
well as in the blood, in patients having active psoriasis. Our 
study also showed that the expression level of IL‑36γ was 
significantly higher in the psoriasis group compared to that 
in the control group (P = 0.022)  [Figure 1b], and it played 
an important role in the activity of psoriasis [Table 2]. The 
alterations in tight junction in the psoriatic skin occurs 
with respect to the distribution and expression levels of 
proteins, of which claudin‑1 and claudin‑7 are decreased. 
Our study revealed that the expression of claudin‑1 and 
claudin‑7 in the psoriatic skin was lower compared to that 
in the control group  (P = 0.001)  [Figure 1b]. Studies have 
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demonstrated that these alterations might be associated 
with the pathophysiological changes, which could lead 
to an attempt to repair the skin barrier. This may promote 
hyperproliferation of epidermis and further dysfunction of 
barrier.5 We found significant negative correlations between 
the expression levels of IL‑36γ and each of claudin‑1 and 
claudin‑7. We speculated that IL‑36γ, like IL‑1β, activates 
similar intracellular signalling pathways. This leads to 
decreased expression of claudin‑1 and claudin‑7, resulting 
in impaired skin  barrier. It is suggested that treatments 
targeted to decrease IL‑36 levels might restore the expression 
of claudin‑1 and claudin‑7, which will in turn improve the 
epidermal hyperproliferation and barrier dysfunction in 
psoriasis. However, further studies are necessary to prove 
this correlation and whether psoriasis patients could actually 
benefit from IL‑36 inhibitors.
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Judicial precedents on medicolegal disputes arising from 
psoriasis treatment in South Korea

Sir,
Psoriasis is a chronic and inflammatory disease with 
characteristic skin lesions. Various treatment modalities 
including systemic drugs are available for the different 
stages of psoriasis and are widely prescribed for moderate 
to severe psoriasis. Systemic medications for psoriasis have 
organ toxicities that could potentially lead to legal disputes.1 
Psoriasis was reported to be as one of the most common patient 
conditions related to dermatology malpractice experience.2 

However, to date, articles about medical disputes related to 
psoriasis are lacking. The aim of this study was to determine 
and analyze medical litigation related to psoriasis.

We searched for psoriasis‑related legal decisions by 
the Supreme Court of Korea using its written judgment 
management system. This system included sentences 
on civil proceedings in Korea. The search terms were 
“medical malpractice” and “psoriasis” from 1997 to 
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