
European Respiratory Society
Annual Congress 2012

Abstract Number: 2424

Publication Number: P2359

Abstract Group: 5.3. Allergy and Immunology

Keyword 1: Allergy Keyword 2: No keyword Keyword 3: No keyword

Title: IL-4 induces Th2 cells to resist the IL-27 counterregulation by downregulating STAT1 and STAT2
phosphorylation

Zhihong 17608 Chen czh60@hotmail.com MD , Shanze 17609 Wang wangs@njhealth.org MD , Chunxue
17610 Bai bai.chunxue@zs-hospital.sh.cn MD , Rafeul 17611 Alam Alamr@njhealth.org MD and Hua
17612 Huang Huangh@njhealth.org MD . 1 Division of Respiratory, Zhongshan Hospital, Shanghai, China .

Body: Rationale: Asthma is a chronic airway inflammation caused by overproduction of Th2 cytokines.
IL-27 has been shown to inhibit differentiation of naïve CD4+ cells into Th2 cells in mice.However, it is not
clear whether IL-27 can inhibit Th2 cell differentiation in asthmatic patients. Methods: Purify CD4+ T cells
from human PBMC and mice spleen were cultured under Th2 or Th2 + IL-27 conditions. IL-4 and
IFN-gamma were detected by ELISA. IL-27R and p-STATs were determined by qRT-PCR and Western blot
respectively. Results: human IL-27 suppressed Th2 differentiation in healthy subjects (p=0.006), but failed
to do so in asthmatics (p=0.064). The suppressive effect of IL-27 on Th2 development was independent of
IFN-r, IL-10 and T-bet. However studies with STAT1-knockout mice showed that this inhibitory effect of
IL-27 was STAT1-dependent. IL-27 resistance to Th2 differentiation in asthmatics was not dependent on
impairment of IL-27R.We further found that Th2-inducing conditions could induce resistance to IL-27 in a
dose-dependent manner and IL-4 is the most critical factor. Although IL-2 is imperative in Th2 cell priming, it
does not contribute to induction of the IL-27 resistance. We demonstrated that high dose of IL-4 treatment
resulted in impairment of STAT1 phosphorylation, but not STAT3 or STAT4 phosphorylation. Conclusions:
IL-27 suppresses the development of Th2 immune response in both mice and human, which is
STAT1-dependant, but independent of IFN-r, IL-10 and T-bet. CD4+ T cells from asthmatics developed
resistance to IL-27-mediated inhibition. IL-4 induced resistance to IL-27-mediated inhibition by impairing
STAT1 signaling.


	P2359.html

