Accepted Manuscript = s —

Allergy...Clini
Toitm

Inflammatory Mediators Mediate Airway Smooth Muscle Contraction through a
GPCR-TMEM16A-VDCC Axis and Contribute to Bronchial Hyperresponsiveness in
Asthma

Pei Wang, PhD, Wei Zhao, Bachelor of Medicine, Jie Sun, BS, Tao Tao, BS, Xin
Chen, PhD, Yan-Yan Zheng, MS, Cheng-Hai Zhang, PhD, Zhong Chen, MS, Yun-
Qian Gao, PhD, Fan She, BS, Ye-Qiong Li, BE, Li-Sha Wei, BS, Ping Lu, PhD, Cai-
Ping Chen, PhD, Ji Zhou, Master of Medicine, Da-Quan Wang, Master of Medicine,
Liang Chen, MD, Xiao-Hao Shi, PhD, Linhong Deng, PhD, Ronghua ZhuGe, PhD,
Hua-Qun Chen, PhD, Min-Sheng Zhu, PhD

PII: S0091-6749(17)31167-3
DOI: 10.1016/j.jaci.2017.05.053
Reference: YMAI 12929

To appearin:  Journal of Allergy and Clinical Immunology

Received Date: 9 February 2017
Revised Date: 27 April 2017
Accepted Date: 19 May 2017

Please cite this article as: Wang P, Zhao W, Sun J, Tao T, Chen X, Zheng Y-Y, Zhang C-H, Chen

Z, Gao Y-Q, She F, Li Y-Q, Wei L-S, Lu P, Chen C-P, Zhou J, Wang D-Q, Chen L, Shi X-H, Deng L,
ZhuGe R, Chen H-Q, Zhu M-S, Inflammatory Mediators Mediate Airway Smooth Muscle Contraction
through a GPCR-TMEM16A-VDCC Axis and Contribute to Bronchial Hyperresponsiveness in Asthma,
Journal of Allergy and Clinical Immunology (2017), doi: 10.1016/j.jaci.2017.05.053.

This is a PDF file of an unedited manuscript that has been accepted for publication. As a service to

our customers we are providing this early version of the manuscript. The manuscript will undergo
copyediting, typesetting, and review of the resulting proof before it is published in its final form. Please
note that during the production process errors may be discovered which could affect the content, and all
legal disclaimers that apply to the journal pertain.


http://dx.doi.org/10.1016/j.jaci.2017.05.053

. Inflammation

>

TMEM16A

Single constrictor

¥ TMEM16A
2 » » GPCRs
® ACh

Inflammatory mediators

U46619 and LTDa

» 4y such as 5-HT, histamine,

5-HT: 5-hydroxytryptamine; ACh: Acetylcholine; ASMC: Airway smooth muscle cell;

TMEM16A *

Mutiple constrictors

Response

Block of TMEM16A

No Icica

m‘

TMEM16A

Response

Hypersensitivity

Dose

Reduced
Hypersensitivity

Dose

GPCRs: G-protein-coupled receptors; [cica: Ca* -activated CI' current; LTD4: Leukotriene D4
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