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The manuscript has been improved according to the suggestions of reviewers:

1 Format has been updated.
2 Revision has been made according to the suggestions of the reviewer
(1) Figure 3, no details could be seen.
The figure3 was used to show the blocking effect of IRE1α MO. The MO is designed to specifically bind to the sequence around the initiation coden, AUG and impress the translation of target gene. The first Lane showed that xIRE1α was effectively transcribed/translated from a pCS2+ -IRE1α construct, and the translation product could be detected via SDS-PAGE, then chemiluminescent detection. However, in the second lane, the IRE1α MO was added with the pCS2+ - IRE1α construct, and the translation was dramatically decreased, because the IRE1α MO could bind to the specific sequence of xIRE1α and impress the translation. So, there is a band could be seen in the first lane, but no band in the second lane. We added the figure legend in the manuscript, And we have underlined the revised in the body of the manuscript.
(2) What is the levels of IRE1a in overexpressing Xenopus? Which organs did express this protein, when IRE1a was over expressed?
This is a good question. After overexpression of IRE1a, the level of IRE1a mRNA and protein was increased apparently (Fig A). 

It was reported IRE1a was expressed ubiquitously in fetal and adult mammalian and especially strong in pancreas[1,2]. In adult Xenopus, IRE1a mRNA was detected in heart, liver, kidney, lung and pancreas by our recent study (Fig B).We microinjected the IRE1a mRNA into all the 4 cells of 4-cell-stage embryo, IRE1a should be expressed ubiquitously.
(3) When IRE1a was overexpressed, what happens to XBP1 processing? 

This is a good question. Cleavage of XBP1 pre-mRNA by IRE1 is a well conserved mechanism throughout all organisms examined [3-6]. And we found that overexpression of IRE1a also enhances cytoplasmic splicing of xXBP1 pre-mRNA[7]. 

(4) Does the increased UPR lead to the increased oxidative stress and DNA damage?
Yes, the increased UPR lead to the increased oxidative stress and DNA damage. Although oxidative stress plays prominent role in the activation of the UPR, the sustained UPR has been shown to lead to enhanced ROS generation resulting in oxidative stress through activation of the ER oxidoreductases (Ero1) and NAD(P)H oxidase 4 (Nox4) [8-10]. And both ER stress and oxidative stress could induce the apoptotic signaling[11,12].
References：

1) Tirasophon W, Welihinda AA, Kaufman RJ. A stress response pathway from the

endoplasmic reticulum to the nucleus requires a novel bifunctional protein kinase/ endoribonuclease (Ire1p) in mammalian cells. Genes Dev. 1998; 12:1812–1824
2) Urano F, Wang X, Bertolotti A, Zhang Y, Chung P, Harding HP, Ron D.Coupling of stress in the ER to activation of JNK protein kinases by transmembrane protein kinase IRE1. Science. 2000; 287:664–666.
3) Sidrauski C, Walter P. The transmembrane kinase Ire1p is a site-specific endonuclease that initiates mRNA splicing in the unfolded protein response. Cell. 1997; 90, 1031–1039.
4) Yoshida H, Matsui T, Yamamoto A, Okada T, Mori K. XBP1 mRNA is induced by ATF6 and spliced by IRE1 in response to ER stress to produce a highly active transcription factor. Cell.  2001; 107, 881–891.
5) Calfon M, Zeng H, Urano F, Till JH, Hubbard SR, Harding HP, Clark SG, Ron D. IRE1 couples endoplasmic reticulum load to secretory capacity by processing the XBP1 mRNA. Nature. 2002; 415, 92–96.
6) Yuan L, Cao Y, Oswald F, Knöchel W. IRE1β is required for mesoderm formation in Xenopus embryos. Mech Dev. 2008; 125(3-4): 207-222. 

7) LI X, Feng J, Hou D, Guo J, Wang X, Wang N, Yuan L. The role of IRE1α on embryo development of xenopus lavies. Acta Universitatis Medicinalis Nanjing(Natural Science). 2011; (10):1399~1402
8) Santos CX, Tanaka LY, Wosniak J, and Laurindo FR. Mechanisms and implications of reactive oxygen species generation during the unfolded protein response: roles of endoplasmic reticulum oxidoreductases, mitochondrial electron transport, and NADPH oxidase. Antioxid Redox Signal. 2009; 11(10):2409–2427.
9) Pedruzzi E, Guichard C, Ollivier V, Driss F, Fay M, Prunet C, Marie JC, Pouzet C, Samadi M, Elbim C, O'dowd Y, Bens M, Vandewalle A, Gougerot-Pocidalo MA, Lizard G, Ogier-Denis E.NAD(P)H oxidase  Nox-4 mediates 7-ketocholesterol-induced endoplasmic reticulum stress and apoptosis in human aortic smooth muscle cells. Mol Cell Biol. 2004;24(24):10703-17.
10) Malhotra JD, Kaufman RJ.Endoplasmic reticulum stress and oxidative stress: a vicious cycle or a double-edged sword? Antioxid Redox Signal. 2007;9(12):2277-93.
11) Goldshmidt H, Matas D, Kabi A, Carmi S, Hope R, Michaeli S. Persistent ER stress induces the spliced leader RNA silencing pathway (SLS), leading to programmed cell death in Trypanosoma brucei. PLoS Pathog. 2010; 6(1):e1000731.
12) Cui H, Kong Y, Zhang H. Oxidative stress, mitochondrial dysfunction, and aging. J Signal Transduct. 2012;2012:646354.

3 References and typesetting were corrected.
Thank you again for publishing our manuscript in the World Journal of Gastroenterology.
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