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More and more studies have shown that mucosal healing on 
endoscopy has been the key prognostic parameter for inflammatory 
bowel disease (IBD) that predicts sustained clinical remission and 
resection-free survival of patients [1-5]. It raised a big question as 
why the prognosis and long term remission of IBD are most strongly 
related to mucosal healing as judged by the appearance and integrate 
of the gut surface under the endoscope, rather than the set of genes 
the patients being baring, the amount and type of inflammatory cells 
aggregated in the mucosa, the amounts and type of bacteria found 
inside the gut and tissue, the type and strength of antibodies in the 
blood, the feelings and symptoms of the patients, and even those 
gold standards of clinical remission. Here I suggest this miracle in 
mucosal healing may actually just reflect the root mechanism of IBD.

About a decade ago, I found that digestive proteases like trypsin 
and chymotrypsin can be inactivated by free but not conjugated 
bilirubin. Further pursuit in the literature led me to suspect that 
impairment in this process as the result of inhibition of gut bacteria 
(thus the major source of β-glucuronidase that is needed for 
deconjugation of the mostly conjugated biliary bilirubin) by dietary 
chemicals like saccharin may have played an important causative role 
in IBD, by virtue of the damage of the protective mucus layer and 
the gut barrier by the poorly-inactivated digestive proteases [6]. It 
provided a simple explanation for many puzzles of IBD such as its 
emergence around the beginning of last century, its dramatic increase 
since 1950s, and the leveling off or even decrease of IBD around 1980s 
as seen in multiple studies. Later, I further found evidence suggesting 
sucralose, a new generation of artificial sweetener that was first 
approved in Canada in 1991 followed by many other countries, may 
also linked to IBD through a similar mechanism as saccharin, which 
may have contributed to the recent worldwide increase of IBD [7,8]. 
This led me eventually coming up with a unified hypothesis on the 
etiology of IBD, including the cause and mechanism of IBD as well as 
the relationship between ulcerative colitis (UC) and Crohn’s disease 
(CD) [9]. It provided further explanations for the many puzzles in 
IBD such as the mysterious remarkable increase of IBD in Alberta 
of Canada since early 1990s, in Brisbane of Australia since middle 
1990s, in north California of the United since the end of 1990s, and in 
South-Eastern Norway since middle 2000s, shortly after the approval 
of sucralose in Canada in 1991, in Australia in 1993, in the United 

States in 1998, and by the European Union in 2004, as well as the 
especially remarkable recent increase of IBD in children, the shift in 
the occurrence from UC to CD over time, the increased appearance 
of CD in the colon, etc [9,10]. This possible link was further 
demonstrated by multiple more epidemiological studies published 
thereafter from countries across the world such as the United States 
[11], Canada [12], Ireland [13], Sweden [14], Singapore [15], Saudi 
Arabia [16], China [17], etc [18]. More importantly, some peculiar 
changes in IBD such as the recent decrease in CD but increase in 
UC in the children in Sweden [14] as well as the shared trend of 
change of pediatric IBD in Sweden with the general population IBD 
in Denmark but not pediatric IBD in Norway [19], and even higher 
incidence of IBD in Guangzhou, China than the adjacent more 
developed Hong Kong and Macau [18] can also be easily explained 
by the unified hypothesis through the pattern of consumption of 
those dietary chemicals.

With evidences accumulating, it suggests that the damage of 
the gut barrier due to increased degradation of the mucus layer by 
factors such as the poorly inactivated digestive proteases could be 
the most primary and fundamental mechanism for IBD, while the 
inflammatory and immune reaction inside the gut and body are 
just the natural, secondary response to the increased infiltration of 
bacterial and dietary components from the gut lumen. It provided 
a simple explanation for the critical role of mucosal healing in IBD. 
It suggests the close relationship between the mucosal healing and 
prognoses of IBD may have just reflected the root mechanism of the 
disease, an area that would be worthwhile for further study.

References
1.	 Dulai PS, Levesque BG, Feagan BG, D’Haens G, Sandborn WJ (2015) 

Assessment of mucosal healing in inflammatory bowel disease: review. 
Gastrointest Endosc 82: 246-255.

2.	 Walsh A, Palmer R, Travis S (2014) Mucosal healing as a target of therapy 
for colonic inflammatory bowel disease and methods to score disease 
activity. Gastrointest Endosc Clin N Am 24: 367-378.

3.	 Osterman MT (2013) Mucosal healing in inflammatory bowel disease. J Clin 
Gastroenterol 47: 212-221.

4.	 Neurath MF, Travis SP (2012) Mucosal healing in inflammatory bowel 
diseases: a systematic review. Gut 61: 1619-1635.

http://www.ncbi.nlm.nih.gov/pubmed/26005012
http://www.ncbi.nlm.nih.gov/pubmed/26005012
http://www.ncbi.nlm.nih.gov/pubmed/26005012
http://www.ncbi.nlm.nih.gov/pubmed/24975528
http://www.ncbi.nlm.nih.gov/pubmed/24975528
http://www.ncbi.nlm.nih.gov/pubmed/24975528
http://www.ncbi.nlm.nih.gov/pubmed/23340060
http://www.ncbi.nlm.nih.gov/pubmed/23340060
http://www.ncbi.nlm.nih.gov/pubmed/22842618
http://www.ncbi.nlm.nih.gov/pubmed/22842618


Qin. J Clin Gastroenterol Treat 2015, 1:1 • Page 2 of 2 •ISSN: 2469-584X

5.	 Dave M, Loftus EV Jr (2012) Mucosal healing in inflammatory bowel disease-a 
true paradigm of success? Gastroenterol Hepatol (N Y) 8: 29-38.

6.	 Qin XF (2002) Impaired inactivation of digestive proteases by deconjugated 
bilirubin: the possible mechanism for inflammatory bowel disease. Med 
Hypotheses 59: 159-163.

7.	 Qin X (2011) What made Canada become a country with the highest 
incidence of inflammatory bowel disease: could sucralose be the culprit? Can 
J Gastroenterol 25: 511.

8.	 Qin X (2011) What caused the recent worldwide increase of inflammatory 
bowel disease: should sucralose be added as a suspect? Inflamm Bowel Dis 
17: E139.

9.	 Qin X (2012) Etiology of inflammatory bowel disease: a unified hypothesis. 
World J Gastroenterol 18: 1708-1722.

10.	Qin X (2012) Food additives: possible cause for recent remarkable increase 
of inflammatory bowel disease in children. J Pediatr Gastroenterol Nutr 54: 
564.

11.	Qin X (2014) When and how was the new round of increase in inflammatory 
bowel disease in the United States started? J Clin Gastroenterol 48: 564-565.

12.	Qin X (2014) How to explain recent multiple reports on the decline of 
inflammatory bowel disease in Canada. Can J Gastroenterol Hepatol 28: 620.

13.	Qin, X (2012) The possible cause for the rapid rise in incidence of Irish 
paediatric inflammatory bowel disease. e-letter.

14.	Qin X (2013) How to explain the discordant change of ulcerative colitis and 
Crohn disease in adjacent or even the same regions and time periods. J 
Pediatr Gastroenterol Nutr 57: e30.

15.	Qin X (2013) Comment on: paediatric inflammatory bowel disease in a 
multiracial Asian country. Singapore Med J 54: 716.

16.	Qin X (2014) What might be the cause for the emerging inflammatory bowel 
disease in Saudi outpatients? Saudi J Gastroenterol 20: 75.

17.	Qin X (2014) May artificial sweeteners not sugar be the culprit of dramatic 
increase of inflammatory bowel disease in China? Chin Med J 127: 3196-
3197.

18.	Qin X (2013) Is the gap between the developed and developing countries in 
the incidence of inflammatory bowel disease disappearing? Gastroenterology 
145: 912.

19.	Qin X (2014) Why pediatric inflammatory bowel disease (IBD) in Sweden 
shared similar trend of change as general population IBD in Denmark but not 
pediatric IBD in Norway? Scand J Gastroenterol 49: 1268-1269.

http://www.ncbi.nlm.nih.gov/pubmed/22347830
http://www.ncbi.nlm.nih.gov/pubmed/22347830
http://www.ncbi.nlm.nih.gov/pubmed/12208202
http://www.ncbi.nlm.nih.gov/pubmed/12208202
http://www.ncbi.nlm.nih.gov/pubmed/12208202
http://www.ncbi.nlm.nih.gov/pubmed/21912763
http://www.ncbi.nlm.nih.gov/pubmed/21912763
http://www.ncbi.nlm.nih.gov/pubmed/21912763
http://www.ncbi.nlm.nih.gov/pubmed/21739539
http://www.ncbi.nlm.nih.gov/pubmed/21739539
http://www.ncbi.nlm.nih.gov/pubmed/21739539
http://www.ncbi.nlm.nih.gov/pubmed/22553395
http://www.ncbi.nlm.nih.gov/pubmed/22553395
http://www.ncbi.nlm.nih.gov/pubmed/22450042
http://www.ncbi.nlm.nih.gov/pubmed/22450042
http://www.ncbi.nlm.nih.gov/pubmed/22450042
http://www.ncbi.nlm.nih.gov/pubmed/24231936
http://www.ncbi.nlm.nih.gov/pubmed/24231936
http://www.ncbi.nlm.nih.gov/pubmed/25575113
http://www.ncbi.nlm.nih.gov/pubmed/25575113
http://adc.highwire.org/content/early/2012/04/30/archdischild-2011-300651/reply
http://adc.highwire.org/content/early/2012/04/30/archdischild-2011-300651/reply
http://www.ncbi.nlm.nih.gov/pubmed/23863324
http://www.ncbi.nlm.nih.gov/pubmed/23863324
http://www.ncbi.nlm.nih.gov/pubmed/23863324
http://www.ncbi.nlm.nih.gov/pubmed/24356761
http://www.ncbi.nlm.nih.gov/pubmed/24356761
http://www.ncbi.nlm.nih.gov/pubmed/24496163
http://www.ncbi.nlm.nih.gov/pubmed/24496163
http://www.ncbi.nlm.nih.gov/pubmed/25189972
http://www.ncbi.nlm.nih.gov/pubmed/25189972
http://www.ncbi.nlm.nih.gov/pubmed/23973855
http://www.ncbi.nlm.nih.gov/pubmed/23973855
http://www.ncbi.nlm.nih.gov/pubmed/23973855
http://www.ncbi.nlm.nih.gov/pubmed/25099193
http://www.ncbi.nlm.nih.gov/pubmed/25099193
http://www.ncbi.nlm.nih.gov/pubmed/25099193

	Title
	Corresponding author
	References

