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I n this issue of AGA Perspectives, we hit on several hot-button topics that are only 
getting hotter. How many patients now come to your office already on a self-
imposed or TV-doctor-directed gluten-free diet? Any walk through the grocery 

store isles, or peek at a restaurant menu, is now an eye-opening experience into the 
expanding array of gluten-free foods. In this issue, we highlight a debate between 
Alessio Fasano, MD, and Peter H.R. Green, MD, around how much we need to medically 
document, particularly with small bowel biopsy, the diagnosis of celiac disease before 
we start treatment.

On the other end of the malabsorption spectrum, nonalcoholic fatty liver disease 
is an ever-growing part of the obesity epidemic in the U.S. In this issue, we debate 
options beyond simple diet and exercise. No hot-button issue would be complete 
without a discussion of fecal microbiota (a.k.a. stool) transplant (FMT). Recent 
popular articles in the lay press have highlighted the potential for FMT to get out 
of the hands of the medical establishment. In this issue, Christina Surawicz, MD, 
highlights what we all need to know about where FMT is, and where it’s going. 

We continue our broad scope of articles on topics such as colon cancer, research in 
GI, and the extended reach of the AGA around the world (Turkey, Japan) and close to 
home (Mexico). Please enjoy the gastroenterological smorgasbord of information. 

Michael B. Wallace, MD, MPH
EDITOR

www.facebook.com/AmerGastroAssn
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BRANDED FOR LIFE
Is a biopsy essential before diagnosing a patient 
with celiac disease and the lifelong burden of a 
gluten-free diet?

Celiac disease is an autoimmune 
disease triggered by dietary gluten, 
a protein contained in wheat, rye and 
barley, in genetically predisposed 
individuals.1 The autoimmune 
insult primarily involves the 
proximal intestinal mucosa and 
it is characterized by the typical 
jejunal damage associated with 
active celiac disease, showing villous 
atrophy, crypt hypertrophy and 
increased intraepithelial lymphocyte 
(IEL) count. For this reason, the 
histological analysis of small bowel 
biopsy specimens, formerly taken 
by capsule and now by standard 
upper endoscopy, has become the 
gold standard for celiac disease 
diagnosis. Until recently, the small 

intestinal biopsy was considered 
a necessary investigation (“no 
intestinal biopsy, no celiac 
disease”).2-3 However, during the 
last 25 years accurate tests have 
been developed, including the 
determination of serum IgA class 
anti-tissue transglutaminase (TTG) 
and endomysial (EMA) antibodies, 
IgG class anti-deamidated gliadin 
peptide (DGP) antibodies and 
HLA-DQ2 and –DQ8 predisposing 
genotypes. Thanks to the 
contribution of these new tools, 
diagnostic criteria were revisited in 
19744 and five criteria were deemed 
necessary for the diagnosis:

A Biopsy Should Not Be Required to Make the Diagnosis

Dr. Fasano is an Alba 
Therapeutics stock holder.

Alessio Fasano,
MD

Director, Mucosal 
Immunology and Biology 
Research Center; 
Director, Center for Celiac 
Research,Massachusetts 
General Hospital for Children 
– Harvard Medical School
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When a diagnosis of celiac disease 
is made, the therapy — a gluten-free 
diet — is prescribed for life! The diet is 
expensive. In the U.S. the cost of gluten-
free items is three to five times greater 
than their regular counterparts.1 In 
addition the disease and therapy can 
be socially isolating and such aspects 
of life, such as eating out of the home or 
travelling, affect an individual’s quality 
of life, at least in adults. The diagnosis 
of celiac disease should therefore 
be well founded. Increasingly we 
see patients diagnosed with celiac 
disease based on minor elevations of 
tissue transglutaminase IgA antibody 
levels, genetic testing alone, stool or 
saliva tests, or even isolated tissue 
transglutaminase IgG or antigliadin 

antibody levels. The personal and 
financial burden of a false diagnosis of 
celiac disease can be great. 

The biopsy has been the gold 
standard in the diagnosis of celiac 
disease. Historically, it was often 
a tour de force to perform a small 
intestinal biopsy. Suction biopsies 
were originally performed with a 
capsule placed fluoroscopically in the 
jejunum or at the ligament of Treitz.2 
There were problems with priming 
the capsule, tolerance for the duration 
of the procedure and sometimes 
misfiring of the capsule with failure to 
obtain tissue. Subsequently, duodenal 
biopsies taken endoscopically were 

A Biopsy Should Be Required to Make the Diagnosis

Dr. Green has received research 
support from Alba Therapeutics 
Corporation and Alvine 
Pharmaceuticals Inc.

Peter H.R. Green,
MD

Celiac Disease Center, 
Columbia University

YE
S
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Persistent villous atrophy, detected in follow-up 
biopsies, is associated with an increased risk for the 
development of lymphoma.8 In addition, persistent 
symptoms, despite a gluten-free diet, are common, 
requiring subsequent biopsies.9 This patient 
population is difficult to assess without the initial 
biopsy because some of these patients normalize 
their biopsies, while others show persistent villous 
atrophy. If a patient has a biopsy that is normal, we 
wouldn’t know if this is reassuring (i.e. consistent 
with healed celiac disease) or whether this patient 
did not have celiac disease to begin with. 

The serum antibody tests for tissue 
transglutaminase IgA antibodies are powerful 
tests, but not perfect. The test has high sensitivity 
and specificity, approximately 90 percent and 98 
percent respectively. In high risk, symptomatic 
patients (10 percent prevalence) the PPV is only 83 
percent!10 Many biopsies are going to be negative, 
especially with lesser degrees of antibody positivity. 

In addition, different laboratories use different 
commercial kits, all of which are not created 
equal. Some kits have lower sensitivities and 
specificities. One study demonstrated a greater 
false positivity in the setting of serum from patients 
with IBD with one specific kit.11 A clinician should 
familiarize themself with the specific tests used 
by their laboratory. We have encountered certain 
laboratories that systematically give false positive 
tissue transglutaminase IgA antibody results, at 
high titer. This can only be picked up when biopsy 
is routinely performed, but it would be missed (and 
patients needlessly put on a lifelong gluten-free 
diet) if the biopsy is not performed.

It is a great error to misdiagnose celiac disease 
resulting in an unnecessary lifelong gluten-free diet. 
The knowledge of celiac disease is not great among 
primary care physicians,12 and the opportunity for 
misinterpretation of the very strict new ESPGHAN 
guidelines is great. n

times the upper level of normal have endomysial 
antibody positivity confirmed on a subsequent 
blood sample as well as determination of HLA-DQ2 
or  –DQ8. Lack of availability of these two tests 
requires referral for endoscopy even in those with 
strongly positive tissue transglutaminase antibody 
levels. Surely, when the information conveyed in the 
guidelines trickle down to the general pediatrician, 
they will apply the no-biopsy-necessary policy to 
diagnose celiac disease to cases that do not fulfill 
the strict letter of the guidelines.

To which children do they apply? The no-biopsy 
policy applies to symptomatic children. Only 
9 percent of about 250 children seen in our 
celiac disease center at Columbia University 
had a classical presentation of diarrhea and 
malabsorption.7 What about children with 
growth issues? These children comprised 25 
percent of the cohort. Recurrent abdominal pain 
was the presentation in another 25 percent of the 
children. Surely they require endoscopy to exclude 
other pathology? Other coexistent endoscopic 
findings that would alter management include 
eosinophillic esophagitis, H. pylori infection and 
peptic ulcer disease.

The European Society for Pediatric 
Gastroenterology, Hepatology and Nutrition 
(ESPGHN) guidelines for children were prompted 
by the reluctance of parents to subject their children 
to a sedated procedure. Should these pediatric 
guidelines apply to adults in whom an endoscopy 
carries neither much in the way of inconvenience 

nor risk? Biopsies are not only necessary to 
establish the diagnosis, but also for prognosis. 

shown to be adequate and comparable to more 
distal biopsies. Currently, because of the issue 
of patchy areas of villous atrophy and variable 
degree of biopsy orientation, multiple biopsies 
are recommended.  Adherence to these guidelines 
increases the chance of a celiac disease diagnosis.3 
Duodenal bulb biopsies further increase the 
diagnostic yield.4

One usually diagnoses celiac disease when villous 
atrophy is present, therefore a biopsy is necessary. 
Villous atrophy is represented by Marsh IIIa, b or c 
lesions. Less severe lesions: Marsh I (lymphocytic 
duodenitis) or Marsh II lesions (crypt hyperplasia 
with normal villi) do not necessarily mean a 
patient has established celiac disease and provides 
reassurance that a patient need not start the 
gluten-free diet. 

Another situation in which a biopsy is important is 
that of temporary celiac or gluten autoimmunity, 
that may occur in both children and adults. 
In this situation, positive antibodies (tissue 
transglutaminase and EMA) regress while still on 
a regular diet. Biopsies taken in these patients are 
normal and follow-up serological tests are negative. 
These patients do not require a gluten-free diet. 
They may receive a label of potential or latent celiac 
disease.5 They require close follow up.

Who is going to closely read and follow these 
guidelines; general pediatricians or pediatric 
gastroenterologists?6 The guidelines require 
that symptomatic children with a positive tissue 
transglutaminase IgA antibody more than 10 
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1.  The presence of signs and symptoms 
compatible with celiac disease.

2.  Positive serology screening (high serum 
levels of anti-TTG and/or EMA).

3.  Presence of the predisposing genes HLA-
DQ2 and/or  –DQ8.

4.  Histological evidence of auto-insult of 
jejunal mucosa typical of celiac disease.

5.  Resolution of the symptoms and 
normalization of serology test following 
the implementation of a gluten-free diet. 

In many cases all five clinical, serological and 
histological criteria are consistent and the 
diagnosis of celiac disease is straightforward. 
However, major limitations of conventional 
histology became clear, such as the frequent 
tangential artifact (a normal mucosa may 
appear atrophic when the specimen is not cut 
longitudinally), the poor specificity (particularly 
of minor lesions such as duodenal lymphocytosis, 
i.e. Marsh I lesions), and patchiness of the 
mucosal damage (some sections appearing 
normal and others showing variable degree of 
damage).5 What also became clear over time was 
the evidence that when celiac autoantibodies 
IgA-TTG and –EMA are found at high titers in a 
patient with typical symptoms, the probability 
of identifying a celiac enteropathy at the small 
intestinal biopsy is practically 100 percent.5 In 
these cases the intestinal biopsy does not add any 
relevant information for celiac disease diagnosis 
and treatment. Furthermore, the following 
“borderline” situations are increasingly detected 
in clinical practice in both children and adults: 

•  Patients with so called “silent” celiac disease, 
namely asymptomatic patients diagnosed 
through routine screening (typically family 
members of celiac disease cases) that have 
no (or minimal) symptoms but have positive 
serology, presence of the predisposing genes 
and typical celiac disease enteropathy.

•  Patients with “potential” celiac disease show 
positivity of serum celiac autoantibodies 
despite a (nearly) normal histological picture 
at the intestinal biopsy. In many of these 
cases the deterioration of jejunal architecture 

takes place over time. Implementation of the 
gluten-free diet is indicated in potential celiac 
disease, both for treating symptoms and for 
preventing late-onset complications.6

•  Conversely, so-called seronegative celiac 
disease is characterized by clinical, genetic 
and histological data indicating the disease 
in a patient lacking serum TTG and EMA 
antibodies.7 Seronegative celiac disease 
is likely to be underestimated due to 
the tendency to perform the intestinal 
biopsy only in patients with positive celiac 
disease serum markers (so called “self-
fulfilling prophecy).8 

•  The clinician is sometimes faced with the 
puzzling situation of “clear-cut” celiac 
disease in patients lacking the HLA-DQ2 
or -DQ8 haplotypes. Large multicentre 
studies have indeed shown that 0.4 percent 
of celiac disease patients are both DQ2 and 
DQ8 negative.9 

•  Finally, there are cases that, despite correct 
implementation of the gluten-free diet, 
remain symptomatic for a long period of time 
— sometimes one to two years.10

The above-mentioned wide variability of celiac 
disease-related findings suggests that it is 
difficult to conceptualize the diagnostic process 
into rigid algorithms that do not always cover all 
the facets of this chameleonic disease. Instead, 

we recently proposed shifting to a quantitative 
approach to celiac disease diagnosis that can be 
defined as the “four out of five” rule: the diagnosis 
of celiac disease is confirmed when at least four 
of these criteria are satisfied.11 This proposal 
apparently encompasses almost all of the typical 
and borderline situations that we have briefly 
listed above.  

An important corollary of this rule is that the 
small intestinal biopsy may be avoided in selected 
cases, in which a typical clinical presentation, 
high titer IgA class anti-TTG and EMA antibodies, 
and the presence of HLA-DQ2 and/or  –DQ8 
predisposing genes are present. The diagnosis 
is confirmed by the resolution of the symptoms 
and normalization of the celiac disease serology 
markers upon implementation of the gluten-free 
diet. This new approach has been validated by 
the recent review of celiac disease diagnostic 
guidelines published by the European Society 
of Pediatric Gastroenterology, Hepatology and 
Nutrition (ESPGHAN).12

Of course the small intestinal biopsy is still 
required in situations that are not clear cut, e.g. 
patients with minimal/absent complaints, or with 
modest/discordant elevation of celiac antibodies, 
or lacking the typical predisposing genotypes. In 
these situations, an accurate evaluation of small 
intestinal biopsy taken at different levels, including 
quantitative morphometry and detection of IgA 
deposits, should find wider application (fewer 
biopsies, better biopsies).

In conclusion, the small intestinal biopsy should 
be “downgraded” from gold standard to one of 
the five celiac disease diagnostic criteria, with 
the understanding that it may not be necessary 
if the other four criteria necessary to finalize 
ascertainment of celiac disease are satisfied. 
These rules should periodically be revised to 
take into account the continuous evolution of 
both advances in pathophysiological knowledge 
of the disease and diagnostic tools development. 
Given the permanent nature of the celiac 
condition, diagnostic accuracy remains a must. 
This requirement depends more on the level of 
expertise provided by the diagnostic centers, 
in terms of clinical experience and diagnostic 
procedures, than on the rigid application 
of a protocol that always includes the small 
intestinal biopsy. n

NO: A BIOPSY SHOULD NOT BE REQUIRED TO MAKE THE DIAGNOSIS
C O N T I N U E D  F R O M  PA G E  5
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ascertainment of celiac  
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N onalcoholic fatty liver disease (NAFLD) is the most 
prevalent liver problem in the U.S. and most Western 
countries. Up to one-third of Americans have some 

form of fat in the liver and 5 to 8 percent have the more 
progressive nonalcoholic steatohepatitis (NASH). Both 
NAFLD and NASH are increasing in incidence, fueled by 
the “diabestity” epidemic. These factors, combined with 
pharmacologic breakthroughs in the treatment of viral 
hepatitis, lead many to believe that NAFLD will replace 
hepatitis C as the leading indication for liver transplantation 
over the next decade.

What can we do about it?
My practice is located in the piedmont of North Carolina and 
I see patients from the mountains to the coast. Patients may 
become frustrated if all they hear is an eat-less, move-more 
prescription for their ailment — especially after a several 
hour drive to Chapel Hill. So while there is much truth to that 
recommendation, I attempt to give my patients a realistic 
view of the state of NALFD therapy and a rationale as to why 
I return to the eat-less, move-more mantra.

Doc, I know I need to eat better,  
but which diet is the best?
Many different types of diets and exercise regimens have 
been studied and many show some degree of biochemical, 
radiographic or histologic improvement in NAFLD. A 
Mediterranean diet, one high in monounsaturated fatty acids, 
has shown promise in small studies as has supplementation 
of omega-3 polyunsaturated fatty acid (fish oil). A reduced-
calorie, high-carbohydrate diet versus reduced-calorie, low-
carbohydrate diet study showed improvement in intrahepatic 
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fat content and insulin resistance in both groups. 
With minimal weight loss, the low-carbohydrate 
diet appeared to be slightly better, but with 
moderate weight loss, differences were negligible. 
Given the underlying issue of hyperinsulinemia 
in patients with metabolic syndrome and NAFLD, 
a low-carbohydrate diet has proven advantages 
to reduce hyperinsulinemia, promote ketosis to 
curb appetite and, thus, aid initial weight loss. This 
is particularly effective for the first 10 percent 
weight reduction. Reduction in trans-fats and high-
fructose corn syrup containing drinks are also 
helpful in reducing hepatic steatosis. Interestingly, 
coffee consumption has been shown to improve 
a variety of hepatic conditions, from alcoholic 
hepatitis to hepatitis C, and NALFD is no different. 
Patients who consume two or more cups of coffee a 
day have a lower risk of advanced disease, although 
the mechanism remains unknown. Most clinicians 
agree that changes in diet should be accompanied 
by modest increases in exercise with a goal of 30 to 
60 minutes of exercise three to five times a week. 
Overall, a sustained weight loss of approximately 
7 to 10 percent body weight (with newer data 
suggesting up to 20 percent weight reduction), 
independent of the type of diet and activity that 
achieve the weight loss, is the ultimate goal. 

Doc, isn’t there a pill I can take?
Several pharmaceutical interventions have been 
studied, all with promising animal data or even 
small human pilot trials, but all have been somewhat 
disappointing at the level of large randomized 
controlled trials. The Pioglitazone or Vitamin 
E for NASH Study (PIVENS) showed histologic 
improvement in NASH among a minority of non-
diabetics after 96 weeks of vitamin E. Pioglitazone 
showed some improvement in secondary 
endpoints, but was also associated with sustained 
weight gain and a return to baseline lab values 
after cessation of the medication. The Treatment of 
NAFLD in Children (TONIC) trial showed a benefit 
for vitamin E compared to metformin and placebo 
in pediatric patients with NAFLD. The St. Francis 
Heart Study showed radiographic improvement of 
hepatic steatosis after a course of vitamins E and 
C, plus atorvastatin. These data have created some 
enthusiasm for vitamin E as a useful antioxidant 
in the fight against NAFLD. However, the promise 
of an inexpensive, over-the-counter antioxidant 
to treat a common disease seems too good to be 
true; perhaps we have been down this road before. 
Vitamin E has been proposed as a nostrum for a 
variety of ailments, but has been associated with 
increased incidence of lung and prostate cancer in 
two separate trials. A Cochrane meta-analysis of 
67 trials showed an increase in all cause mortality 
with vitamins E, A and beta-carotene supplements.4 

Pentoxifylline (PTX) and ursodeoxycholic 
acid (UDCA) are two cytoprotective agents 
commonly used for other liver diseases that have 
been investigated for the treatment of NAFLD. 
Unfortunately, neither intervention showed 

significant improvement in several studies. While 
PTX was generally well tolerated, increased 
complications associated with high dose UCDA in 
PSC patients render this medication unpalatable 
for NAFLD. 

Finally, silymarin, or milk thistle, is a popular 
herbal medication that many patients want to 
take for their overall liver health. Recent trials 
did not show benefit for this medication in 
treating hepatitis C virus and there has been no 
convincing evidence of efficacy in NAFLD.

What about surgery?
Multiple studies have shown that weight loss 
following bariatric surgery leads to biochemical 
and histological improvement in NASH. In most 
studies, improvements occurred in patients that 
showed reversal of the metabolic syndrome and 
insulin resistance, leading to improvements in 
diabetes. However, these studies have been small, 
uncontrolled and subject to selection bias. While 
bariatric surgery may be appropriate for highly 
selected patients, it is far too expensive and 
invasive to apply to the large numbers of people 
with NALFD.

Summary
Overall, I tell my patients their focus should be 
on the sustainability of a reduced-calorie diet 
rather than its content. Anyone will lose weight 
eating avocados and grapefruit for six weeks, but 
no one can do it forever. The same can be said 
for beginning an exercise regimen. The weekend 
warrior who goes out too quickly will be sore and 
stay on the couch for the remainder of the week. A 
graded increase in exercise is the key. Water-based 
exercise programs, either swimming or even just 
walking in the pool, are tolerable activities for obese 
patients with arthritic hips and knees. I stress that 
30 to 60 minutes three to five times a week is the 
goal, not the starting point. I do give vitamin E to 
selected patients (young, non-smoking women), 
but I counsel them that the studies required two 
years of continuous use and I tell them vitamin E is 
complementary to their diet and exercise routines. 
Ultimately, NAFLD is a chronic disease that requires 
a long-term view of sustainable therapy; leaving 
plenty of time to chew the fat. n
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Neuroendocrine Tumors: What Every GI Should Know
T he intersection between the gastroenterologist and 

gastroenteropancreatic neuroendocrine tumors 
(GEP-NETs) has grown ever larger as GEP-NET 

incidence has tripled over the last four decades. Today, 
largely due to increased endoscopic and radiologic 
imaging, we are more likely to diagnose and perhaps 
manage GEP-NET patients. In this piece, I will address 
some common questions and reasons for referral to a 
specialty neuroendocrine tumor practice.

What Are GEP-NETs?
GEP-NET is now the preferred term that has replaced the 
confusing nomenclature of “carcinoids” and “islet cell 
tumors”.  The most common GEP-NETs will present in the 
rectum and the small intestine.1 The peak age of diagnosis 
is 50 years for rectal NETs, while the incidence of small-
bowel NETs peaks above age 65. It is important not to be 
deceived by a small primary tumor; many subcentimeter 
primary lesions, especially those in the jejunum and ileum, 
can cause distant bulky metastases. GEP-NETs can occur in 
the context of Multiple Endocrine Neoplasia 1 (MEN1), so 
hereditary syndromes should also be considered.

For all GEP-NETs, tumors should be staged and graded as 
per international guidelines.2,3 Mitotic rate and/or Ki67 
should be determined by the pathologist. Low-grade 
tumors (G1; defined as <2 mitoses/10 high power field 
(HPF) or Ki67<3 percent) reflect more indolent disease, 
while higher-grade G3 lesions (>20 mitoses/10 HPF or 
Ki67>20 percent) are generally associated with a more 
aggressive clinical course.

Diagnostic Clues to Keep in Mind
Most clinicians think of a GEP-NET when their patient 
reports flushing or diarrhea. While these are the cardinal 
symptoms of carcinoid syndrome and it is appropriate to 
consider GEP-NETs in the differential, it is also important 
to remember that only a minority of patients with GEP-
NETs will present with these findings. In addition, other 
more common etiologies for these symptoms should be 
explored. Menopause is certainly a more common cause of 
flushing in the appropriate population. One clinical pearl 
and easy rule of thumb is that the carcinoid flush tends 
to be “dry” while the menopausal flush tends to be “wet” 
(associated with perspiration).  

Diarrhea is another common symptom associated with 
NETs. Generally, it will be secretory in nature, profound, 
unrelenting and associated with considerable impairment 
in quality of life. Earlier in the course, patients are likely to 
be diagnosed with more common conditions such as IBS 
and IBD. 

As gastroenterologists, we are in a unique position to 
diagnose gastrinomas at an early stage. While the classic 
triad of reflux, ulcers and diarrhea is often present, 

other symptoms may signal the presence of this gastrin-
secreting tumor. In my practice, I have found that patients 
will often describe feeling quite unwell without their 
proton-pump inhibitor (PPI). They may not even be able to 
characterize what makes them feel unwell. Some patients 
have described their PPI as quite helpful with diarrhea. An 
unusual description of PPI dependence, beyond the usual 
reflux disease, should signal the possibility of a gastrinoma.

How to Interpret Abnormalities
When clinicians consider GEP-NET in the differential, the 
initial evaluation often includes biochemical markers. One 
of the most widely available and utilized markers is serum 
chromogranin (CgA). A soluble secretory glycoprotein in 
neuroendocrine cells, CgA is a good marker for those with 
neuroendocrine tumors. However, its role and utility in 
screening is less well-defined. By far, the most common 
reason for an elevated CgA is hypergastrinemia from 
PPI use. We suspect that this is related to hyperplasia of 
enterochromaffin-like cells. Other common reasons for 
elevated CgA include hypergastrinemia from other causes 
(atrophic gastritis), and renal or hepatic insufficiency. I 
often find that if the CgA is able to be rechecked after the 
PPI is withdrawn (generally for weeks to months), the CgA 
will normalize.  Lack of CgA normalization or identification 
of other etiology for increased CgA should prompt further 
investigation for a possible NET.

Another common marker for neuroendocrine tumors is 
24-hour urinary 5-hydroxyindolacetic acid (5-HIAA). As 
with CgA, one must understand the conditions that can 
lead to false positive values. The most common reason 
is inadvertent intake of food and medication that are rich 
in serotonin. For this reason, we have our patients refrain 
from eating walnuts and other nuts, and most fruits and 
vegetables (bananas, avocados, pineapple, plums, tomatoes, 
eggplant, among others). Medications that may lead to false 
positive results include monoamine oxidase inhibitors, 
certain hypertensives, and cough and cold medicines.

Concluding Remarks
Diagnosis of GEP-NETs requires appropriate clinical 
presentation, biochemical markers and pathology. Once 
you have made the diagnosis of a GEP-NET, the real 
work begins. Treating these neoplasms requires an 
understanding of the variable biology of many of these 
tumors as well as the extent and pace of disease. One size 
definitely does not fit all. It is best to conceive of these 
tumors as slow-growing cancers, not benign neoplasms. 
A multidisciplinary approach is critical, as multiple novel 
therapies such as mTOR (mammalian target of rapamycin) 
inhibitors are efficacious in this disease. Consider a second 
opinion at a high-volume center to help guide appropriate 
management and surveillance. Because of their general 
indolence, GEP-NET patients are likely to do well under 
your care for a number of years. n

Dr. Kim has no relevant conflicts to disclose.

Michelle K. Kim, 
MD

Associate Director of Endoscopy, 
Assistant Professor of Medicine, 
Mount Sinai School of Medicine

PRACTICE

REFERENCES
1. Lawrence B, Gustafsson BI, Chan A et 
al. The epidemiology of gastroenteropancreatic 
neuroendocrine tumors. Endocrinol Metab Clin 
North Am 2011; 40: 1-18, vii.

2. Rindi G, Kloppel G, Couvelard A et al. TNM 
staging of midgut and hindgut (neuro) endocrine 
tumors: a consensus proposal including a grading 
system. Virchows Arch 2007; 451: 757-762.

3. Boudreaux JP, Klimstra DS, Hassan MM 
et al. The NANETS consensus guideline for the 
diagnosis and management of neuroendocrine 
tumors: well-differentiated neuroendocrine 
tumors of the Jejunum, Ileum, Appendix, and 
Cecum. Pancreas 2010; 39: 753-766.



11

Inside Look at Conducting Fecal Microbiota Transplants
T he idea of using stool from healthy donors to treat 

patients with gastrointestinal illnesses actually 
dates back to the fourth century in China, when 

stool was used to treat food poisoning and diarrheal 
illnesses.1 Its first use in the U.S. language literature 
was in 1958 when stool from healthy people was given 
by enema to several patients with pseudomembranous 
colitis with improvement in their symptoms.2 1983 
saw the first report with what was then called fecal 
bacteriotherapy to successfully treat recurrent 
Clostridium difficile (C. difficile) infection (RCDI). When 
I lectured about C. difficile in those days I said that this 
was just a measure of the desperation of the patients 
and their doctors. But by 2004, I had become one of 
those “desperate” doctors who started to do “stool 
transplant,” now called fecal microbiota transplant 
(FMT), to treat a few patients with C. difficile infection 
which continued to recur despite standard therapy. 
Some had had recurrent symptoms for over a year. I 
was impressed with the excellent outcomes and saw 
that others had similar success rates.

I currently hold an investigational new drug application 
from the FDA to conduct FMT (though not required, 
FDA urges physicians to take this step); and I use FMT 
only for cases of RCDI or rarely for severe refractory 
C. difficile infection (CDI). I only treat patients who 
have had multiple recurrences and who have failed a 
reasonable vancomycin pulse regimen. A good pulse 
regimen is 125 mg, four times a day, for ten days, 
followed by one dose (125 mg) every three days, 
for a total of 10 doses (courtesy of Dr. Scott Curry at 
the University of Pittsburgh, PA). After three or more 
recurrences it is unlikely that standard medical therapy 
will be effective. I make sure that the patient is aware 
of the risks and benefits of FMT, as well as the risks 
of colonoscopy or sigmoidoscopy, and make clear 
that there is no guarantee that this will work and that 
there could be unknown long-term sequelae. There are 
few reported complications. My preferred donors are 
intimate partners or family members. I minimize the 
risk by screening the donors very carefully for chronic 
diseases. Some major exclusions are antibiotic use in 
the prior three months; immune disorders; chronic pain 
syndromes (for example: fibromyalgia, chronic fatigue); 
neurologic, neurodevelopmental or neurodegenerative 
disorders; malignancy; and diarrheal disorders (IBS, 
IBD, celiac disease). I also screen for transmissible 
infections both in the blood and in the stool. I test for 
HIV 1, 2, hepatitis A, B, C and syphilis. Stool is tested for 
enteric pathogens, rotavirus, giardia, ova and parasite 
exam, and acid-fast stain. Even with insurance, this may 
cost the donor several hundred dollars.  

I also test the recipient’s blood before FMT for HIV, 
hepatitis A, B and C, and syphilis. Before the FMT, I ask 
patients to take a standard colonoscopy prep, even 
if I am giving stool by sigmoidoscopy. I ask them to 
continue vancomycin until one to three days prior to 
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the procedure and then to stop it after the procedure. 
I ask the donor to take a mild laxative the night before 
and bring in the fresh stool specimen in a disposable 
container. I mix the stool myself with nonbacteriostatic 
saline, fill six 50cc syringes and inject it into the colon 
as proximally as possible thru the suction channel of 
the colonoscope. I then withdraw the instrument, give 
the patient two loperamide tablets and ask them to 
rest supine in our unit for one to two hours. I call the 
patients by telephone at 24 hours and 14 days and see 
them in clinic three months later to assess efficacy and 
look for long-term sequelae. If there is a recurrence, I 
often repeat the FMT using a different donor. 

The 2013 New England Journal of Medicine paper by 
van Nood, et al. was the first randomized controlled 
trial to document the efficacy of healthy donor feces in 
treatment of RCDI. An NIH randomized controlled trial 
of donor stool by colonoscopy is underway (Principal 
Investigator: Colleen Kelly). I think that it is unlikely 
that we will be doing stool transplant in five years. By 
then, scientists will have identified the key organisms 
that restore colonization resistance. But, for now, this 
appears to be the best therapy for patients with RCDI 
who have not responded to traditional therapy. n
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BRIEF SUMMARY OF FULL PRESCRIBING INFORMATION
DEXILANT (dexlansoprazole) delayed-release capsules for oral use
INDICATIONS AND USAGE
DEXILANT is indicated for:

• healing of all grades of erosive esophagitis (EE) for up to 8 weeks
• maintaining healing of EE and relief of heartburn for up to 6 months
•  the treatment of heartburn associated with symptomatic non-erosive 

gastroesophageal reflux disease (GERD) for 4 weeks
CONTRAINDICATIONS 
DEXILANT is contraindicated in patients with known hypersensitivity to any 
component of the formulation. Hypersensitivity and anaphylaxis have been 
reported with DEXILANT use [see Adverse Reactions].
WARNINGS AND PRECAUTIONS
Gastric Malignancy
Symptomatic response with DEXILANT does not preclude the presence of 
gastric malignancy.
Clostridium Difficile Associated Diarrhea
Published observational studies suggest that PPI therapy like DEXILANT 
may be associated with an increased risk of Clostridium difficile associated 
diarrhea, especially in hospitalized patients. This diagnosis should be 
considered for diarrhea that does not improve [see Adverse Reactions].
Patients should use the lowest dose and shortest duration of PPI therapy 
appropriate to the condition being treated.
Bone Fracture
Several published observational studies suggest that PPI therapy may be 
associated with an increased risk for osteoporosis-related fractures of 
the hip, wrist or spine. The risk of fracture was increased in patients who 
received high-dose, defined as multiple daily doses, and long-term PPI 
therapy (a year or longer). Patients should use the lowest dose and shortest 
duration of PPI therapy appropriate to the conditions being treated. Patients 
at risk for osteoporosis-related fractures should be managed according to 
established treatment guidelines [see Adverse Reactions].   
Hypomagnesemia
Hypomagnesemia, symptomatic and asymptomatic, has been reported 
rarely in patients treated with PPIs for at least three months, in most cases 
after a year of therapy. Serious adverse events include tetany, arrhythmias, 
and seizures. In most patients, treatment of hypomagnesemia required 
magnesium replacement and discontinuation of the PPI. 
For patients expected to be on prolonged treatment or who take PPIs with 
medications such as digoxin or drugs that may cause hypomagnesemia
(e.g., diuretics), health care professionals may consider monitoring 
magnesium levels prior to initiation of PPI treatment and periodically
[see Adverse Reactions].
Concomitant use of DEXILANT with Methotrexate
Literature suggests that concomitant use of PPIs with methotrexate 
(primarily at high dose; see methotrexate prescribing information) may 
elevate and prolong serum levels of methotrexate and/or its metabolite, 
possibly leading to methotrexate toxicities. In high-dose methotrexate 
administration, a temporary withdrawal of the PPI may be considered in 
some patients [see Drug Interactions].
ADVERSE REACTIONS
Clinical Trials Experience
Because clinical trials are conducted under widely varying conditions, 
adverse reaction rates observed in the clinical trials of a drug cannot be 
directly compared to rates in the clinical trials of another drug and may not 
reflect the rates observed in practice.
The safety of DEXILANT was evaluated in 4548 patients in controlled and 
uncontrolled clinical studies, including 863 patients treated for at least
6 months and 203 patients treated for one year. Patients ranged in age from 
18 to 90 years (median age 48 years), with 54% female, 85% Caucasian, 
8% Black, 4% Asian, and 3% other races. Six randomized controlled clinical 
trials were conducted for the treatment of EE, maintenance of healed EE, and 
symptomatic GERD, which included 896 patients on placebo, 455 patients 
on DEXILANT 30 mg, 2218 patients on DEXILANT 60 mg, and 1363 patients 
on lansoprazole 30 mg once daily.
Most Commonly Reported Adverse Reactions
The most common adverse reactions (≥2%) that occurred at a higher 
incidence for DEXILANT than placebo in the controlled studies are presented 
in Table 2.

Table 2: Incidence of Adverse Reactions in Controlled Studies

Adverse Reaction

Placebo

(N=896)
%

DEXILANT
30 mg

(N=455)
%

DEXILANT
60 mg

(N=2218)
%

DEXILANT
Total

(N=2621)
%

Lansoprazole
30 mg

(N=1363)
%

Diarrhea 2.9 5.1 4.7 4.8 3.2
Abdominal Pain 3.5 3.5 4.0 4.0 2.6

Nausea 2.6 3.3 2.8 2.9 1.8
Upper Respiratory 

Tract Infection
0.8 2.9 1.7 1.9 0.8

Vomiting 0.8 2.2 1.4 1.6 1.1
Flatulence 0.6 2.6 1.4 1.6 1.2

Adverse Reactions Resulting in Discontinuation
In controlled clinical studies, the most common adverse reaction leading to 
discontinuation from DEXILANT therapy was diarrhea (0.7%).
Other Adverse Reactions
Other adverse reactions that were reported in controlled studies at an 
incidence of less than 2% are listed below by body system:
Blood and Lymphatic System Disorders: anemia, lymphadenopathy
Cardiac Disorders: angina, arrhythmia, bradycardia, chest pain, edema, 
myocardial infarction, palpitation, tachycardia
Ear and Labyrinth Disorders: ear pain, tinnitus, vertigo
Endocrine Disorders: goiter
Eye Disorders: eye irritation, eye swelling
Gastrointestinal Disorders: abdominal discomfort, abdominal tenderness, 
abnormal feces, anal discomfort, Barrett’s esophagus, bezoar, bowel sounds 
abnormal, breath odor, colitis microscopic, colonic polyp, constipation, dry 
mouth, duodenitis, dyspepsia, dysphagia, enteritis, eructation, esophagitis, 
gastric polyp, gastritis, gastroenteritis, gastrointestinal disorders, 
gastrointestinal hypermotility disorders, GERD, GI ulcers and perforation, 
hematemesis, hematochezia, hemorrhoids, impaired gastric emptying, 
irritable bowel syndrome, mucus stools, oral mucosal blistering, painful 
defecation, proctitis, paresthesia oral, rectal hemorrhage, retching
General Disorders and Administration Site Conditions: adverse drug reaction, 
asthenia, chest pain, chills, feeling abnormal, inflammation, mucosal 
inflammation, nodule, pain, pyrexia
Hepatobiliary Disorders: biliary colic, cholelithiasis, hepatomegaly
Immune System Disorders: hypersensitivity
Infections and Infestations: candida infections, influenza, nasopharyngitis, 
oral herpes, pharyngitis, sinusitis, viral infection, vulvo-vaginal infection
Injury, Poisoning and Procedural Complications: falls, fractures, joint 
sprains, overdose, procedural pain, sunburn
Laboratory Investigations: ALP increased, ALT increased, AST increased, 
bilirubin decreased/increased, blood creatinine increased, blood gastrin 
increased, blood glucose increased, blood potassium increased, liver 
function test abnormal, platelet count decreased, total protein increased, 
weight increase
Metabolism and Nutrition Disorders: appetite changes, hypercalcemia, 
hypokalemia
Musculoskeletal and Connective Tissue Disorders: arthralgia, arthritis, 
muscle cramps, musculoskeletal pain, myalgia 
Nervous System Disorders: altered taste, convulsion, dizziness, headaches, 
migraine, memory impairment, paresthesia, psychomotor hyperactivity, 
tremor, trigeminal neuralgia
Psychiatric Disorders: abnormal dreams, anxiety, depression, insomnia, 
libido changes
Renal and Urinary Disorders: dysuria, micturition urgency
Reproductive System and Breast Disorders: dysmenorrhea, dyspareunia, 
menorrhagia, menstrual disorder
Respiratory, Thoracic and Mediastinal Disorders: aspiration, asthma, 
bronchitis, cough, dyspnoea, hiccups, hyperventilation, respiratory tract 
congestion, sore throat
Skin and Subcutaneous Tissue Disorders: acne, dermatitis, erythema, 
pruritis, rash, skin lesion, urticaria
Vascular Disorders: deep vein thrombosis, hot flush, hypertension
Additional adverse reactions that were reported in a long-term uncontrolled 
study and were considered related to DEXILANT by the treating physician 
included: anaphylaxis, auditory hallucination, B-cell lymphoma, bursitis, 
central obesity, cholecystitis acute, dehydration, diabetes mellitus, 
dysphonia, epistaxis, folliculitis, gout, herpes zoster, hyperlipidemia, 
hypothyroidism, increased neutrophils, MCHC decrease, neutropenia, rectal 
tenesmus, restless legs syndrome, somnolence, tonsillitis.
Other adverse reactions not observed with DEXILANT, but occurring with 
the racemate lansoprazole can be found in the lansoprazole prescribing 
information, ADVERSE REACTIONS section.
Postmarketing Experience
The following adverse reactions have been identified during post-approval of 
DEXILANT. As these reactions are reported voluntarily from a population of 
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uncertain size, it is not always possible to reliably estimate their frequency 
or establish a causal relationship to drug exposure.
Blood and Lymphatic System Disorders: autoimmune hemolytic anemia, 
idiopathic thrombocytopenic purpura
Ear and Labyrinth Disorders: deafness
Eye Disorders: blurred vision
Gastrointestinal Disorders: oral edema, pancreatitis
General Disorders and Administration Site Conditions: facial edema
Hepatobiliary Disorders: drug-induced hepatitis
Immune System Disorders: anaphylactic shock (requiring emergency 
intervention), exfoliative dermatitis, Stevens-Johnson syndrome, toxic 
epidermal necrolysis (some fatal)
Infections and Infestations: Clostridium difficile associated diarrhea
Metabolism and Nutrition Disorders: hypomagnesemia, hyponatremia
Musculoskeletal System Disorders: bone fracture
Nervous System Disorders: cerebrovascular accident, transient ischemic attack
Renal and Urinary Disorders: acute renal failure
Respiratory, Thoracic and Mediastinal Disorders: pharyngeal edema, 
throat tightness
Skin and Subcutaneous Tissue Disorders: generalized rash, leukocytoclastic 
vasculitis
DRUG INTERACTIONS
Drugs with pH-Dependent Absorption Pharmacokinetics
DEXILANT causes inhibition of gastric acid secretion. DEXILANT is likely 
to substantially decrease the systemic concentrations of the HIV protease 
inhibitor atazanavir, which is dependent upon the presence of gastric acid 
for absorption, and may result in a loss of therapeutic effect of atazanavir 
and the development of HIV resistance. Therefore, DEXILANT should not be 
co-administered with atazanavir.
DEXILANT may interfere with the absorption of other drugs where gastric 
pH is an important determinant of oral bioavailability (e.g., ampicillin esters, 
digoxin, iron salts, ketoconazole).
Warfarin
Co-administration of DEXILANT 90 mg and warfarin 25 mg did not affect 
the pharmacokinetics of warfarin or INR. However, there have been reports 
of increased INR and prothrombin time in patients receiving PPIs and 
warfarin concomitantly. Increases in INR and prothrombin time may lead 
to abnormal bleeding and even death. Patients treated with DEXILANT and 
warfarin concomitantly may need to be monitored for increases in INR and 
prothrombin time.
Tacrolimus
Concomitant administration of dexlansoprazole and tacrolimus may increase 
whole blood levels of tacrolimus, especially in transplant patients who are 
intermediate or poor metabolizers of CYP2C19.
Clopidogrel
Concomitant administration of dexlansoprazole and clopidogrel in healthy 
subjects had no clinically important effect on exposure to the active 
metabolite of clopidogrel or clopidogrel-induced platelet inhibition. No 
dose adjustment of clopidogrel is necessary when administered with an 
approved dose of DEXILANT.
Methotrexate
Case reports, published population pharmacokinetic studies, and 
retrospective analyses suggest that concomitant administration of PPIs 
and methotrexate (primarily at high dose; see methotrexate prescribing 
information) may elevate and prolong serum levels of methotrexate and/or 
its metabolite hydroxymethotrexate. However, no formal drug interaction 
studies of high-dose methotrexate with PPIs have been conducted
[see Warnings and Precautions].
USE IN SPECIFIC POPULATIONS
Pregnancy
Teratogenic Effects
Pregnancy Category B. There are no adequate and well-controlled studies 
with dexlansoprazole in pregnant women. There were no adverse fetal 
effects in animal reproduction studies of dexlansoprazole in rabbits. Because 
animal reproduction studies are not always predictive of human response, 
DEXILANT should be used during pregnancy only if clearly needed.
A reproduction study conducted in rabbits at oral dexlansoprazole 
doses up to approximately 9 times the maximum recommended human 
dexlansoprazole dose (60 mg per day) revealed no evidence of impaired 
fertility or harm to the fetus due to dexlansoprazole. In addition, reproduction 
studies performed in pregnant rats with oral lansoprazole at doses up to 
40 times the recommended human lansoprazole dose and in pregnant 
rabbits at oral lansoprazole doses up to 16 times the recommended human 
lansoprazole dose revealed no evidence of impaired fertility or harm to the 
fetus due to lansoprazole.
Nursing Mothers
It is not known whether dexlansoprazole is excreted in human milk. However, 
lansoprazole and its metabolites are present in rat milk following the 

administration of lansoprazole. As many drugs are excreted in human milk, 
and because of the potential for tumorigenicity shown for lansoprazole in 
rat carcinogenicity studies [see Nonclinical Toxicology], a decision should 
be made whether to discontinue nursing or to discontinue the drug, taking 
into account the importance of the drug to the mother.
Pediatric Use
Safety and effectiveness of DEXILANT in pediatric patients (less than 18 years
of age) have not been established.
Geriatric Use
In clinical studies of DEXILANT, 11% of patients were aged 65 years and 
over. No overall differences in safety or effectiveness were observed between 
these patients and younger patients, and other reported clinical experience 
has not identified significant differences in responses between geriatric and 
younger patients, but greater sensitivity of some older individuals cannot 
be ruled out.
Renal Impairment
No dosage adjustment of DEXILANT is necessary in patients with renal 
impairment. The pharmacokinetics of dexlansoprazole in patients with 
renal impairment are not expected to be altered since dexlansoprazole is 
extensively metabolized in the liver to inactive metabolites, and no parent 
drug is recovered in the urine following an oral dose of dexlansoprazole.
Hepatic Impairment
No dosage adjustment for DEXILANT is necessary for patients with mild 
hepatic impairment (Child-Pugh Class A). DEXILANT 30 mg should be 
considered for patients with moderate hepatic impairment (Child-Pugh 
Class B). No studies have been conducted in patients with severe hepatic 
impairment (Child-Pugh Class C).
OVERDOSAGE
There have been no reports of significant overdose of DEXILANT. Multiple 
doses of DEXILANT 120 mg and a single dose of DEXILANT 300 mg did not 
result in death or other severe adverse events. However, serious adverse 
events of hypertension have been reported in association with twice daily 
doses of DEXILANT 60 mg. Non-serious adverse reactions observed with 
twice daily doses of DEXILANT 60 mg include hot flashes, contusion, 
oropharyngeal pain, and weight loss. Dexlansoprazole is not expected to 
be removed from the circulation by hemodialysis. If an overdose occurs, 
treatment should be symptomatic and supportive.
CLINICAL PHARMACOLOGY
Pharmacodynamics
Serum Gastrin Effects
The effect of DEXILANT on serum gastrin concentrations was evaluated 
in approximately 3460 patients in clinical trials up to 8 weeks and in
1023 patients for up to 6 to 12 months. The mean fasting gastrin 
concentrations increased from baseline during treatment with DEXILANT 
30 mg and 60 mg doses. In patients treated for more than 6 months, 
mean serum gastrin levels increased during approximately the first
3 months of treatment and were stable for the remainder of treatment. Mean 
serum gastrin levels returned to pre-treatment levels within one month of 
discontinuation of treatment.
Enterochromaffin-Like Cell (ECL) Effects
There were no reports of ECL cell hyperplasia in gastric biopsy specimens 
obtained from 653 patients treated with DEXILANT 30 mg, 60 mg or 90 mg 
for up to 12 months.
During lifetime exposure of rats dosed daily with up to 150 mg per kg 
per day of lansoprazole, marked hypergastrinemia was observed followed by
ECL cell proliferation and formation of carcinoid tumors, especially in female 
rats [see Nonclinical Toxicology].
Effect on Cardiac Repolarization
A study was conducted to assess the potential of DEXILANT to prolong 
the QT/QTc interval in healthy adult subjects. DEXILANT doses of 90 mg 
or 300 mg did not delay cardiac repolarization compared to placebo. The 
positive control (moxifloxacin) produced statistically significantly greater 
mean maximum and time-averaged QT/QTc intervals compared to placebo.
NONCLINICAL TOXICOLOGY
Carcinogenesis, Mutagenesis, Impairment of Fertility
The carcinogenic potential of dexlansoprazole was assessed using 
lansoprazole studies. In two 24-month carcinogenicity studies, Sprague-
Dawley rats were treated orally with lansoprazole at doses of 5 to 150 mg 
per kg per day, about 1 to 40 times the exposure on a body surface (mg/m2)
basis of a 50 kg person of average height [1.46 m2 body surface area (BSA)] 
given the recommended human dose of lansoprazole 30 mg per day.
Lansoprazole produced dose-related gastric ECL cell hyperplasia and
ECL cell carcinoids in both male and female rats [see Clinical Pharmacology].
In rats, lansoprazole also increased the incidence of intestinal metaplasia of 
the gastric epithelium in both sexes. In male rats, lansoprazole produced a 
dose-related increase of testicular interstitial cell adenomas. The incidence 
of these adenomas in rats receiving doses of 15 to 150 mg per kg per day 
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Journal Editors’ Picks
GASTRO OCTOBER
Rome III Functional Constipation 
and Irritable Bowel Syndrome With 
Constipation are Similar Disorders 
Within a Spectrum of Sensitization, 
Regulated by Serotonin 

By Chander Shekhar, et al.

MicroRNA-124 Regulates STAT3 
Expression and is Down-Regulated 
in Colon Tissues of Pediatric 
Patients With Ulcerative Colitis

By Georgios Koukos, et al.

Early Administration of 
Azathioprine Versus Conventional 
Management of Crohn’s Disease:  
A Randomized Controlled Trial

By Jacques Cosnes, et al.

Early Azathioprine Therapy is no 
More Effective Than Placebo for 
Newly Diagnosed Crohn’s Disease

By Julián Panés, et al.

Experience With Endoscopic 
Management of High-Risk 
Gastroesophageal Varices, With 
and Without Bleeding, in Children 
With Biliary Atresia

By Mathieu Duche, et al.

CGH OCTOBER
Diagnosis and Management of 
Clostridium difficile Infection

By Herbert L. Dupont

Efficacy and Durability of 
Radiofrequency Ablation for 
Barrett’s Esophagus: Systematic 
Review and Meta-analysis

By Eric S. Orman, et al.

Cannabis Induces a Clinical 
Response in Patients With Crohn’s 
Disease: A Prospective Placebo-
Controlled Study

By Timna Naftali, et al.

Gliadin Does Not Induce Mucosal 
Inflammation or Basophil 
Activation in Patients With Non-
Celiac Gluten Sensitivity

By Cristina Bucci, et al.

Co-Prescription of Gastroprotective 
Agents and Their Efficacy in Elderly 
Patients Taking Non-Steroidal Anti-
Inflammatory Drugs: A Systematic 
Review of Observational Studies

By Stephanie Medlock, et al.

GASTRO NOVEMBER
Effects of Ribavirin Dose Reduction 
Vs. Erythropoietin for Boceprevir-
Related Anemia in Patients With 
Chronic HCV Genotype 1 Infection: 
A Randomized Trial

By Fred Poordad, et al.

Reliability and Initial Validation of 
the Ulcerative Colitis Endoscopic 
Index of Severity

By Simon P.L. Travis, et al.

Validation of Endoscopic Activity 
Scores in Patients With Crohn’s 
Disease Based on a Post‐Hoc 
Analysis of Data from SONIC

By Marc Ferrante, et al.

Risk of Lymphoma in Patients 
With Ulcerative Colitis Treated 
With Thiopurines: A Nationwide 
Retrospective Cohort Study

By Nabeel Khan, et al.

Mitochondrial Gene Polymorphisms 
That Protect Mice From Colitis

By Florian Bär, et al.

CGH NOVEMBER
Management of Gastric Polyps:  
An Endoscopy-Based Approach

By Yasser H. Shaib, et al.

Central Adiposity is Associated 
With Increased Risk of Esophageal 
Inflammation, Metaplasia, and 
Adenocarcinoma: A Systematic 
Review and Meta-Analysis

By Siddharth Singh, et al.

Coffee Reduces Risk for 
Hepatocellular Carcinoma:  
An Updated Meta-Analysis

By Francesca Bravi, et al.

High In-hospital Mortality  
After Percutaneous Endoscopic 
Gastrostomy: Results of a 
Nationwide Population-based Study

By Gaurav Arora, et al.

Interpretation and Management of 
Hepatic Abnormalities in Pregnancy

By Leila Kia, et al.

(4 to 40 times the recommended human lansoprazole dose based on BSA) 
exceeded the low background incidence (range = 1.4 to 10%) for this strain 
of rat.
In a 24-month carcinogenicity study, CD-1 mice were treated orally with 
lansoprazole doses of 15 to 600 mg per kg per day, 2 to 80 times the 
recommended human lansoprazole dose based on BSA. Lansoprazole 
produced a dose-related increased incidence of gastric ECL cell hyperplasia. 
It also produced an increased incidence of liver tumors (hepatocellular 
adenoma plus carcinoma). The tumor incidences in male mice treated 
with 300 and 600 mg lansoprazole per kg per day (40 to 80 times the 
recommended human lansoprazole dose based on BSA) and female mice 
treated with 150 to 600 mg lansoprazole per kg per day (20 to 80 times 
the recommended human lansoprazole dose based on BSA) exceeded the 
ranges of background incidences in historical controls for this strain of 
mice. Lansoprazole treatment produced adenoma of rete testis in male mice 
receiving 75 to 600 mg per kg per day (10 to 80 times the recommended 
human lansoprazole dose based on BSA).
A 26-week p53 (+/-) transgenic mouse carcinogenicity study of lansoprazole 
was not positive.
Lansoprazole was positive in the Ames test and the in vitro human 
lymphocyte chromosomal aberration assay. Lansoprazole was not genotoxic 
in the ex vivo rat hepatocyte unscheduled DNA synthesis (UDS) test, the
in vivo mouse micronucleus test or the rat bone marrow cell chromosomal 
aberration test.
Dexlansoprazole was positive in the Ames test and in the in vitro chromosome 
aberration test using Chinese hamster lung cells. Dexlansoprazole was 
negative in the in vivo mouse micronucleus test.
The potential effects of dexlansoprazole on fertility and reproductive 
performance were assessed using lansoprazole studies. Lansoprazole at 
oral doses up to 150 mg per kg per day (40 times the recommended human 
lansoprazole dose based on BSA) was found to have no effect on fertility 
and reproductive performance of male and female rats.
PATIENT COUNSELING INFORMATION
See FDA-Approved Medication Guide
To ensure the safe and effective use of DEXILANT, this information and 
instructions provided in the FDA-approved Medication Guide should be 
discussed with the patient.  
Inform the patient to watch for signs of an allergic reaction as these could 
be serious and may require that DEXILANT be discontinued.
Advise patients to immediately report and seek care for diarrhea that does 
not improve. This may be a sign of Clostridium difficile associated diarrhea 
[see Warnings and Precautions].
Advise the patient to immediately report and seek care for any cardiovascular or 
neurological symptoms including palpitations, dizziness, seizures, and tetany 
as these may be signs of hypomagnesemia [see Warnings and Precautions].
Advise the patient to tell their health care provider if they take atazanavir, 
tacrolimus, warfarin and drugs that are affected by gastric pH changes
[see Drug Interactions].
Advise the patient to follow the dosing instructions in the Medication Guide 
and inform the patient that:

• DEXILANT is available as a delayed-release capsule.
• DEXILANT may be taken without regard to food.
• DEXILANT should be swallowed whole.
• Alternatively, DEXILANT capsules can be administered as follows:

– Open capsule;
– Sprinkle intact granules on one tablespoon of applesauce;
– Swallow immediately. Granules should not be chewed.
– Do not store for later use.

Distributed by
Takeda Pharmaceuticals America, Inc.
Deerfield, IL 60015
Revised: September 2012
DEXILANT is a trademark of Takeda Pharmaceuticals U.S.A., Inc. and used 
under license by Takeda Pharmaceuticals America, Inc. Trademark registered 
with the U.S. Patent and Trademark office.
All other trademark names are the property of their respective owners.
©2009-2012 Takeda Pharmaceuticals America, Inc.
DEX006 R19 _BS L-LPD-0912-3
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Everyone has some motivation behind whatever they 
do. Sometimes, the activity is an abstract means to 
a higher end. At other times, it’s a job, and perhaps 
you are just following orders. But there are occasions 
when you can see a target in front of you, and you know 
exactly what you are doing. The intensity and focus of 
such an activity can be quite unique and obscure all 
distractions for some period of time. An experience of 
this last sort occurred to me in the summer of 2001, 
when we were searching for the genetic basis of a 
familial cluster of colorectal cancers (CRCs).

When my own father died of colon cancer in 1970, 
I did some family history-taking and realized that 
he was the third consecutive generation to develop 
early-onset colon cancer. My father and his father 
both developed colon cancers in their 20s, which 
they survived with surgery, only to succumb to a 
second cancer in their 40s. My father’s siblings 
suffered from cancers of the colon, uterus, ovary, 
stomach and other organs in a way that seemed non-
random, both in terms of the proportion of the family 
involved, and the ages at which the tumors occurred. 
In most instances, they died from the tumors. There 
was no known disease or syndrome that explained 
this. Certain common tumors — such as cancers 
of the prostate and breast — hadn’t occurred in 

the family. As a medical student, I consulted with 
the resident experts on the subjects, and the best 
explanation anyone offered was “bad luck.” 

I pursued a career in academic gastroenterology in 
greatest part to be in a position where I could someday 
solve the problem. However, in the 1970s, there 
was no reason to believe that the solutions to these 
genetic problems would ever occur in my lifetime. In 
1979, I joined the laboratory of Young S. Kim, MD, at 
University of California, San Francisco, determined 
to learn the art of scientific inquiry and to read 
everything I could about CRC. By the middle of the 
1980s, I had moved to the University of Michigan and 
the molecular biology revolution was changing the face 
of biomedical research. I joined the laboratory of Andy 
Feinberg, MD, for a sabbatical to learn the burgeoning 
field of tumor genetics. By chance, I chose to study 
microsatellite sequences in the human genome as 
they were among the most powerful tools for genomic 
mapping at the time. By the middle of 1993, when my 
lab had done thousands of microsatellite analyses 
from neoplastic tissues in the colon, microsatellite 
instability (MSI) was identified as a novel pathway for 
CRC development and was linked to the hereditary 
colorectal cancer syndrome that I was stalking from a 
distance.1 Good luck this time.

We immediately determined that my father’s CRC 
tissues had MSI, as did the tumor of one of his siblings. 
At the same time, one of my cousins (Trudy) had 
developed sequentially cancers of the uterus and 
stomach. Guessing that she might be the only living 
carrier of the “familial mutation,” I drew blood from 
her and developed a lymphoblastoid cell line. The 

THE STORIES BEHIND THE SCIENCE
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tools for detecting germ-line mutations in the DNA 
mismatch repair genes were primitive at the time. 
However, we were collaborating with Bert Vogelstein, 
MD, from Johns Hopkins, and he sequenced the two 
best characterized Lynch syndrome genes — MSH2 
and MLH1 — and could find no mutation in Trudy’s 
DNA. He then did an experiment on her cell line to 
separate the two copies of each chromosome into 
separate “carrier” cell lines. Chromosome 2 contains 
the MSH2 gene; and Bert’s lab separated Trudy’s 
two chromosomes in separate mouse cell lines. 
One chromosome made the MSH2 protein, and the 
other didn’t; he had isolated the mutation-bearing 
chromosome. Furthermore, he reported that the 
putative mutated MSH2 gene was missing several 
exons, giving us a clue where to look for the mutation. 
He sent the line back to us at the end of 2000.

At that time, my nephew, Matt Yurgelun, was a junior 
at Dartmouth College and had expressed interest in a 
career in medicine. He applied for a summer student 
research grant through the AGA Research Foundation, 
which was funded. He came to University of California, 

Dr. Boland has no relevant 
conflicts to disclose.

...a relatively small student summer research grant from the AGA Research 
Foundation led to an important laboratory-based discovery, and permitted us 

to develop a diagnostic test for this mutation to our family.

1. Boland CR, Lynch HT. The History of 
Lynch Syndrome. Fam Cancer 2013.

Dr. Boland’s  
story is the first  
in an AGA Research 
Foundation video 
series, “The Stories 
Behind the Science.” 

San Diego, where I was at this time, to find the 
mutation in Trudy’s MSH2 gene, and had just eight 
weeks to do it. We knew that the rewards for getting 
this right would be immense for the family, since the 
information we had on the mutated MSH2 gene could 
not be used to test family members for its carriage. 

Matt immediately dove into the laboratory and, before 
the end of the first day, he was performing experiments 
under the guidance of Jennifer Rhees, the lab manager, 
who has exceptional insight into genomics. We had 
developed an initial plan of attack, but had to discard 
it. The Human Genome Project released its first 
iteration just a few months earlier, and the part of the 
chromosome we were going to study was essentially 
“unsequencable.” Bad luck again. So, a second approach 
was developed, and Matt worked very effectively on 
that for two weeks. No luck. We tried to circularize 
the region of chromosome 2 surrounding the area of 
interest so we could clone the region, but this failed. So, 

Matt disappeared into the library for a couple of days, 
and came back with a new plan. This time, it worked, 
and Matt was able to isolate a piece of DNA that included 
sequences that flanked an area of chromosome 2 that 
contained the deletion mutation in the MSH2 gene. 
One fateful evening, about 7 p.m., Matt and Jennifer 
were reading DNA sequences out loud and Matt calmly 
declared “that’s it, we have it.” He and Jennifer found 
the “breakpoint” in the gene that contained flanking 
sequences on either side of a mutation in which 39,000 
base pairs of DNA were deleted from the genome and 
ligated back together. We knew from the nature of the 
DNA sequences that large deletions of MSH2 were a 
possibility, but we proved that this occurred in Lynch 
syndrome. It has been shown subsequently that this is 
a common type of Lynch syndrome mutation in MSH2. 
It was not a matter of luck this time.

We had a nice celebration that night, but I mentioned 
to Matt that he still had two weeks to go, and we did 
not yet have a clinically usable test for the mutation. 
Not deterred for a moment, Matt went back to the 
lab and, in about 10 days, developed a diagnostic test 

which we used to test the entire family. Incidentally, 
Matt is now on the faculty of the Dana Farber Cancer 
Institute in Boston and is a GI oncologist.

The key to the story is that a relatively small student 
summer research grant from the AGA Research 
Foundation led to an important laboratory-based 
discovery, and permitted us to develop a diagnostic 
test for this mutation to our family — a very good 
example of highly “personalized medicine.” The grant 
provided Matt with just enough to test his interest in 
biomedical research, and permitted him to find novel 
skills that he was able to more fully develop over 
the next few years. He continues to study familial GI 
cancer syndromes. We sometimes wonder where the 
next generation of researchers and discoverers will 
come from. The AGA Research Foundation is a good 
place to start placing your bets. With a little luck, we 
can have a big payoff. n

Watch the video online at 
http://youtu.be/7heBeG3HXw.
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AGA RESEARCH FOUNDATION

RSA WAS HELPFUL TO RECIPIENTS’ 
CURRENT RESEARCH CAREER STATUS.

RECIPIENTS’ CURRENT PROFESSIONAL TITLES

OF RESPONDENTS  
STAYED IN ACADEMIC 
RESEARCH/MEDICINE.
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“Definitely, I wouldn’t be 
where I am without it.”

“It was helpful, but not critical.”
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The AGA Research Foundation plays an important role in 
medical research by providing grants to young scientists 
at a critical time in their career. AGA’s flagship award 
is the Research Scholar Award (RSA), which provides 
career development support for young investigators in 
gastroenterology and hepatology research. 

From 2000–2009, the AGA supported 63 RSA 
recipients. The AGA Research Foundation recently 
conducted a survey which was successfully transmitted 
to a cohort of 56 former RSA recipients with a 61 
percent response rate.

T H E  I M P A C T  O F  A G A ’ S

RESEARCH
SCHOLAR AWARD

(RSA)
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Visit gastro.org/foundation to learn more or donate.

HAVE SECURED NIH FUNDING SUBSEQUENT TO RECEIPT OF THE RSA.

5 HAVE NOT SECURED 
NIH FUNDING

NEARLY 80% 
OF THE RSA 
COHORT HAVE 
RECEIVED OTHER 
FEDERAL OR 
NON-FEDERAL 
FUNDING 
SUBSEQUENT TO 
RECEIPT OF THE 
AGA AWARD.

85%

CURRENTLY HOLD A RESEARCH GRANT.

MORE THAN

80%

29 HAVE SECURED 
NIH FUNDING

$1 MILLION OR MORE.

OF THOSE RECIPIENTS WHO HAVE SECURED 
NIH FUNDING SUBSEQUENT TO RECEIPT OF 
THEIR RSA, 50 PERCENT HAVE SECURED

LESS THAN 
$250K

$250K–
$500K

$500K–
$750K

$750K–
$1M

OVER $1M

gastro.org/foundation
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The Changing Maintenance of Certification Landscape
T he American Board of Internal Medicine (ABIM) 

will be implementing changes to its Maintenance 
of Certification (MOC) program beginning January 

2014. The American Board of Medical Specialties (ABMS) 
of which ABIM is a member, endorse the need for more 
frequent participation in MOC activities of board-certified 
physicians than the current every-10-year requirement. 
ABIM and ABMS, along with other external health 
organizations and the general public, believe that a more 
continuous MOC program helps physicians keep pace with 
the changes in the science and practice of medicine.

In January 2014, ABIM will provide a unique personalized 
Physician Portal for each diplomate that will show 
exactly what he or she is required to complete to meet 
MOC requirements, as well as suggest from the available 
resources choices to meet those MOC requirements. ABIM 
will offer physicians two MOC fee payment options for 
added convenience, an annual and a 10-year option. Here 
is what members need to know about their certification 
status beginning in January of 2014:  

•  All ABIM board-certified physicians, including those 
holding certifications that are valid indefinitely, will 
need to engage in MOC activities more frequently 
starting in 2014 to be reported as “meeting MOC 
requirements” on the ABIM website.

•  Physicians will remain certified for the time period 
remaining on their current certifications (provided 
they hold a valid license).

•  All ABIM board-certified physicians holding at least 
one valid certification will be considered “meeting 
MOC requirements” at program launch in 2014, 
regardless of enrollment status. If you are not 

enrolled in MOC you will need to activate your MOC 
program by March 31, 2014, and pay either the 
annual or a 10-year MOC program fee at that time.

New MOC requirements beginning January 2014:  

•  Complete an ABIM MOC program activity to earn 
MOC points every two years, and earn 100 MOC 
points every five years. Items to note:

•  Points earned every two years will count toward the 
five-year, 100-point requirement. 

•  Physicians may complete any certified MOC activity 
to meet the two-year requirement.

•  Physicians will also have to complete a patient 
survey and a patient safety module by Dec. 31, 
2018, and every five years thereafter.

•  Physicians will be required to pass a secure  
exam once every 10 years and, beginning in  
2014, will earn 20 MOC points for their first MOC 
exam attempt.  

•  Physicians in fellowship training who are  
board certified in internal medicine will earn 
20 MOC points for each year of training they 
successfully complete.

Despite the program changes, the required components, 
part 2 (self-assessment of medical knowledge) and part 
4 (self-assessment of practice performance), will remain 
largely unchanged. Passing the ABIM secure examination 
is still a requirement for both board certification and 
recertification. ABIM diplomates who participate in MOC 
must pass the exam every 10 years to maintain their 
time-limited board certification. Two effective strategies 

John F. Kuemmerle, 
MD, AGAF

Professor of Medicine,  
and Physiology and 

Biophysics, Interim Chair, 
Gastroenterology, Hepatology 

and Nutrition, Medical College 
of Virginia Campus, Virginia 

Commonwealth University

Dr. Kuemmerle receives research 
support from NIH, UCB S.A., Pfizer Inc., 
Sanofi-Aventis U.S. LLC., Merck & Co., 

Inc., and Coronado Biosciences.

RECERTIFICATION

Classifieds FLORIDA
A thriving, multi-physician Florida 
practice is looking for a full-time 
gastroenterologist to join a team 
of three physicians. The group’s 
main office is located in a brand 
new building in Jacksonville, FL, 
with a state of the art endoscopy 
center with three rooms. Excellent 
compensation package with early 
partnership options is available. 
Learn more about the practice 
by visiting www.ddcjax.com. To 
apply, please email your CV to 
admin@ddcjax.com.

VIRGINIA
Washington D.C. Suburb/ 
Northern Virginia
Outstanding opportunity for BC/
BE gastroenterologist to join 
prestigious and very busy GI group 
with two physicians, a CRNP and 
PA-C on staff. 100 percent GI 
practice with office endoscopy 
center on site. Practice is 
associated with premier University-
affiliated teaching hospital with 
hospitalists, house staff and 
medical students. Please email CV 
to ofcmgr.gidoc@gmail.com.

COLORADO
Digestive Health Associates, P.C., 
in nationally acclaimed Durango, 
CO, is recruiting a board-certified, 
board-eligible gastroenterologist 
for long term employment and 
partnership in a very successful 
physician-owned medical group. 
This superb opportunity includes 
ownership in an AAAHC accredited, 
ASGE-quality recognized ambulatory 
endoscopy center. 

Quality schools, safe, smart, caring 
community. Skiing, cycling, kayaking, 

fly fishing, hunting, equestrian. 
Durango was rated by Outside 
Magazine as one of the “Top Ten Best 
Communities in which to live.” 

Practice great medicine in a high-
quality setting, with experienced 
partners you can enjoy and trust, be 
well paid and control your practice 
setting! You can have it all!

If interested, please contact Stephen 
Veals at sav@hcsas.org or 970-946-
9416. Visit digestivehealth.net to 
learn more.

digestivehealth.net
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for successful exam preparation are securing 
a strong base of basic medical knowledge and 
having extensive practice answering board-
style multiple choice questions. AGA has 
created a new board review item bank, free to 
members, to assist trainees and members not 
only in expanding their medical knowledge and 
highlighting areas of relative weakness, but also 
in gaining extensive practice answering board-
style questions. The newly released DDSEP® 7 
includes 850 board-style questions and board 
exam preparation hints.

Over the last several years physician performance 
on the gastroenterology board recertification 
exam has declined. ABIM documented 
that the 2010 pass rate of 84 percent for 
gastroenterologists was the lowest since 2006. 
The pass rate was higher among first-time test 
takers (94 percent of first-time test takers passed 
the certification exam compared to 85 percent of 
recertification exam takers). The AGA Governing 
Board formed an ABIM MOC Task Force to 
determine how to help AGA members prepare 
for the certification and recertification exams. 
Based on member survey findings and review of 
AGA and non-AGA board review materials, the 
task force concluded that it would be beneficial 
to offer additional board-style review questions 
for trainees and members to use for board 
review preparation.

ABIM diplomates who participate in MOC 
must accrue 100 MOC points every five years. 
A key component of this process is accruing 
at least 20 points in self-evaluation of medical 
knowledge and 20 points in self-evaluation of 
practice performance; the remaining 60 can 
be from either category. To meet the need for 

ONLINE GI SELF-ASSESSMENT MODULES

GI SAM®

As a program of the AGA Institute, 
GI SAM® covers a wide variety of 
gastroenterology and hepatology topics 
and can be accessed anywhere, anytime. 
Unlike many educational products, GI SAM 
is always current, with continuous author 
review and updates for ongoing accuracy 
and updated treatment protocols.

Visit www.gastro.org/gisam to order.

AGA CLINICAL CONGRESS OF GASTROENTEROLOGY AND HEPATOLOGY

Jan. 17 & 18, 2014
Loews Miami Beach Hotel

1601 COLLINS AVENUE, MIAMI BEACH, FL

Early bird registration  
ends Nov. 20, 2013.

For more information visit
gastro.org/clinicalcongress.

Clinical Practice Skills  
in a Changing World
A PROGRAM OF THE AGA INSTITUTE

self-evaluation of medical knowledge credits, 
AGA offers six GI Self-Assessment Modules (GI 
SAM®) totaling 60 ABIM MOC points, with two 
additional 10-point modules in development. 
In addition, upon completion of each GI SAM 
module participants earn up to 10 AMA PRA 
Category 1 Credits™.

Current GI SAM topics covered include digestive 
diseases of women, disorders of the stomach, 
esophagus, pancreas, GI motility, liver disease, 
viral hepatitis, GI imaging and endoscopic therapy, 
and functional bowel disorders. New modules 
covering vascular disorders and geriatric GI 
are forthcoming in 2013. Case-based questions 
are developed through a rigorous peer-review 
process using ABIM question writing guidelines. 
Each multiple choice question has commentary 
and rationale explaining correct and incorrect 
responses and provides learners with additional 
resources to guide their learning. Participants 
receive immediate feedback on their responses 
and the opportunity to remediate their answers. 
Each module has a total of 25 to 30 questions.

AGA has created an innovative approach 
to support members in earning Part 4 Self-

Assessment of Practice Performance (Practice 
Improvement Modules (PIM)) MOC points. 
Enrollees in the AGA Digestive Health Recognition 
Program are eligible for Bridges to Excellence 
(BTE), the CMS Physician Quality Reporting 
System (PQRS), and up to 20 points towards 
ABIM MOC. Physicians who participate in AGA’s 
recognition program are able to use one set of 
data entry for all three benefits. The self-directed 
PIM component incorporates valid performance 
measures and gives physicians a means of 
conducting a structured, data-driven evaluation 
of a specific area of practice. PIMs also assist in 
developing and implementing an improvement 
plan to assess the impact of practice changes 
through chart re-measurement. This package is 
available for IBD, and AGA is currently working 
on a similar product for HCV.

AGA is committed to helping members navigate 
the new MOC requirements and provide 
information on products and resources we have 
developed to assist with maintaining members’ 
certificates. Visit www.gastro.org/education-
meetings/maintenance-of-certification to learn 
more about AGA’s MOC-approved products. n

Visit gastro.org/education-meetings/
maintenance-of-certification to learn 
more about AGA’s MOC-approved products.

gastro.org/clinicalcongress
gastro.org/education-meetings/
gastro.org/education-meetings/


INTERNATIONAL CORNER

T he World Gastroenterology Organization 
(WGO) is a federation of more than 100 
national societies and four regional 

associations of gastroenterology representing more 
than 50,000 individual members worldwide. WGO 
remains an organization filling an important gap in the 
discipline of gastroenterology as a result of its unique 
mission to ensure optimal gastroenterology training 
throughout the world. This mission envisages a focus 
to the third world where gastroenterology training is 
either suboptimal or nonexistent. 

How can gastroenterology training be given to 
those in need — i.e. to physicians living in countries 
where this training is not available or not optimal? 
In an ideal world, space for such physicians would 
be available in well-respected academic institutions 
of the industrialized world. While this has been 
tried, it was not a popular solution given the many 
cultural and educational barriers that exist. WGO 
has put forth an alternative solution to the problem: 
training centers ideally located in developing 
countries with an adequate academic and health 
infrastructure and which are geographically and 

Prof. Tozun has provided talks at industry-
sponsored symposia for Gilead Sciences, Roche 
and AbbVie. She also serves as member of the 
public affairs committee of United European 
Gastroenterology and chairmen of the training and 
recognition committee of the European Board of 
Gastroenterology and Hepatology.

COLLABORATION DESTINED FOR SUCCESS:

THE WGO-AGA-TSG ANKARA 
TRAINING CENTER
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from Bristol-Myers Squibb. Dr. Yurdaydin currently 
serves as educational counciller for the European 
Association for the Study of the Liver.
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A GA is committed to fostering relationships 
with gastroenterologists around the world 
and contributing to the education of the 

gastroenterology community worldwide. The extent 
and depth of this commitment is reflected in these 
three articles contributed by key representatives of 
GI societies in Turkey, Japan and Mexico. 

As education is a key need and the AGA is a leader 
in GI education, we are decisively strengthening 
our educational activities around the globe. 
Several examples are: 1) AGA participation in 
curriculum development and contribution with 

educational materials to the Ankara training 
center; 2) AGA contribution to the Inter-American 
Gastroenterology Association (AIGE) first online 
postgraduate continuing education program 
in Spanish/Portuguese/English; 3) taking the 
AGA Spring Postgraduate Course to places like  
South Africa. 

AGA will continue engaging in collaborations with 
local leaders and institutions worldwide so its 
educational and philanthropic mission can reach to 
as many professionals as possible. n

AGA’S INFLUENCE AROUND THE WORLD

Xavier Llor, 
MD, PhD 

Chair, AGA International 
Committee

WWW.GASTRO.ORG


culturally close to countries where gastroenterology training is 
suboptimal or nonexistent. Under the leadership of James Toouli, 
WGO coordinator of education and training, WGO promoted this idea, 
leading to the development of 14 training centers on a global level 
(three in Africa, one in Europe, two in Asia, one in the Pacific islands 
and seven in South and Central America). Their curriculum is not the 
same, some of them are more endoscopically oriented with shorter 
training durations, such as the training centers in Chile and Italy, and 
some provide overall gastroenterology training for a duration of one 
year, such as the training centers in South Africa or Morocco. 

We are in the process of inaugurating a new training center in Ankara, 
Turkey. Turkey has cultural and geographical ties with central Asian 
countries of the former Soviet Union, such as Azarbaijan, Kazakhstan, 
Uzbekistan, Turkmenistan, Tajikistan and Kyrgyzstan, where formal 
gastroenterology training does not exist, making it an ideal location for 
a training center. 

Preparations commenced more than a year ago at which time the Turkish 
Society of Gastroenterology (TSG) started meetings with biomedical 
industry (BMI) representatives and government organizations (including 
the Turkish International Cooperation and Development Agency 
(TIKA)) who displayed great sympathy and interest in the project. 
Through financial support from BMI and promotional support from 
TIKA and other channels, we were able to build working space for the 
international trainees and advertise the Ankara Training Center across 

Eastern Europe, Central Asia, the Middle East and North Africa. We 
were surprised to receive 41 applications, and from there established 
a six-man jury to select the most suitable six trainees based on criteria 
such as age and availability of internal training. The six trainees, from 
Albania, Ukraine, Sudan, Afghanistan, Nigeria and Ghana, will start their 
GI training at university 
hospitals in Ankara in 
September 2013, and will 
receive accommodations 
and a monthly bursary of 
around $500. For those 
who do not speak Turkish, 
a three-month course at the 
University of Ankara was 
provided and four out of six 
applicants started the course 
at the beginning of June. 

During the preparations, the possibility to have the backing of the 
AGA also emerged and this was welcomed with enthusiasm by the 
leadership of TSG. AGA will provide learning material for trainees, 
which will be available in the TSG building.

TSG is enthusiastic about this program and equally enthusiastic about 
the chance to co-partner with WGO and AGA. Exciting times are ahead 
of us and we look forward for a fruitful collaboration with the AGA. n
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I n august 1999, I became a member of the AGA. From a particular 
point of view, I can say that the benefits that you may receive from 
the AGA, being a member from any part of the world, can be multiple 

and varied.

Speaking about educational opportunities, having access to the 
monthly issues of the AGA Institute official journals (Gastroenterology 
and Clinical Gastroenterology and Hepatology) keeps you updated. 
Gastroenterology, the official journal of the AGA and the leading 
journal in the field, with an impact factor of 12.8, brings the reader 
up-to-date information on basic and clinical gastroenterology. 

On the other hand, having the opportunity to attend Digestive Disease 
Week (DDW), the largest and most prestigious meeting in the world for 
GI professionals, every year is one of the tremendous benefits. DDW 
is jointly sponsored by four societies, including AGA, and is the best 
opportunity to learn about the latest advances in gastroenterology, GI 
endoscopy and hepatology. When David Peura, MD, AGAF, was the AGA 
president in 2005, we started a project to include Spanish translations 
for important DDW sessions. This program has carried on and continues 

today with a session named “The Best 
of DDW in Spanish.” This represents 
AGA’s interest in working with 
gastroenterologists from Spanish 
speaking countries such as Mexico.

Besides DDW and the AGA Institute 
official journals, international 
members enjoy special benefits 
and services, including diverse 
educational offerings, clinical 
resources, research funding, practice 
management expertise, professional 
development, advocacy and more.

I had the honor and privilege of 
being the president of the Mexican 
Association of Gastroenterology 
(AMG) in 2010, and for two other 
periods I was chair of the international 
committee. I had the pleasure of 
meeting and dealing with Peter R. 
Holt, MD, AGAF, and Xavier Llor, MD, 
PhD, as chairs of the AGA International 

Committee, and witnessed first-hand the interest that AGA has with 
societies and associations of gastroenterology not only from Mexico but 
from other countries as well. In the specific case of Mexico, the relations 
between AMG and AGA have been very close indeed, having agreements 
of educational collaboration and scientific support through which young 

THE CLOSE BOND  
BETWEEN AGA AND ITS 
SPANISH CONSTITUENTS

ME
XI

CO
José L. Tamayo de la Cuesta, 

MD, AGAF

Torre Hospital Angeles  
Culiacán (Mexico)

Dr. Tamayo is a speaker for Takeda, AstraZeneca, Janssen 
Pharmaceuticals, Inc., and GlaxoSmithKline.

...international members 
enjoy special benefits and 
services, including diverse 

educational offerings, 
clinical resources, 

research funding, practice 
management expertise, 

professional development, 
advocacy and more.
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Mexican gastroenterologists have had the opportunity to bring 
about training programs on different areas of gastroenterology 
and hepatology in various hospitals in the U.S. Additionally, 
distinguished members of the AGA have gladly attended our 
National Congress of Gastroenterology as distinguished professors 
and some of them awarded with the medal to merit, “Dr. Francisco 
Esquivel Rodriguez,” such as Emmet B. Keefe, MD, and Dr. Peura. 
This award is one of the highest honors of the AMG, and was given 
to them in recognition of their roles in establishing and fostering 
a mutually beneficial relationship between the two organizations. 

For the past 18 years during the month of August, we have 
held a course in Mexico City called International Echoes (Ecos 

Internacionales) which brings attendees the most relevant 
advances in gastroenterology during a 2.5 day course.  The 
course was originally called Echoes from the AGA due to the 
fact that the program is set by a selected group of Mexican 
gastroenterologists that attend DDW in the same year, taking the 
assignment to review a specific topic during the AGA congress. 
A special supplement of the Revista de Gastroenterología de 
México, the official journal of the AMG, covers all the scientific 
information regarding this course. 

AGA is one of the largest and most prestigious medical 
associations of gastroenterology in the world, and I´m proud to 
be a member. n
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I am very honored to have an opportunity to introduce the Japanese 
Society of Gastroenterology (JSGE) and share some insight on 
our relationship with the AGA. The JSGE has a long history and 

the origin can be found in the Gastrointestinal Research Meeting 
founded by Shokichi Nagayo in 1898. The goal of our society is to 
promote and develop gastroenterology by encouraging basic and 
clinical research on digestive organs and diseases so as to contribute 
to the public welfare.  

The JSGE is at present constituted of 32,667 members and is steered 
by President Kentaro Sugano, 24 executive board officers, 17 advisory 
officers and 135 council members. Dr. Sugano has reformed the JSGE 
actively since he took the position in 2009, and successfully shifted the 
JSGE in 2013 from the former public service corporation to the current 
general corporation. He is enthusiastic in reforming the JSGE to an 
active body and making it one of societies leading gastroenterology in 
the world. He accomplished the compilation of the guidelines for six 
gastrointestinal diseases (peptic ulcers, GERD, liver cirrhosis, Crohn’s 
disease, gallstones, chronic pancreatitis) and is now driving forward to 

create another three guidelines for 
FD/IBS, NASH and colon polyps. He is 
also ardent in the internationalization 
of JSGE and has established three 
English sessions at the JSGE annual 
meetings: the International Forum, 
the joint meeting of the JSGE and 
AGA, and the International Topic 
Conference. He places special 
importance on cooperating with 
AGA for promotion of education, 
stimulation of research works and 
improvement of clinical practices in 
gastroenterology. In this regard, we 
appreciate the great contributions 
from Deborah Proctor, MD, AGAF, 
who has served on the AGA Institute 
Education and Training Committee 
and as chair of the AGA Women’s 
Committee, among other leadership 
roles in the AGA, for her lecture on 

competence-based education as well as for providing us with materials 
of post-graduate education in the U.S. (picture). Moreover, every year, 
more than 6,000 Japanese gastroenterologists attend AGA’s annual 
meeting, DDW, in the U.S. and that number is increasing.

One of the representative cooperative works between JSGE and AGA 
is the joint meeting, which started in 2004 with Emmet B. Keeffe, 
MD, and Prof. Kenji Fujiwara as the presidents. The joint meeting 

HOW WE PERCEIVE  
THE AGA AND THE ROLE IT 
PLAYS IN JAPAN
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of clinical practices in 
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has been held by the host of JSGE and AGA alternately in Japan 
and in the U.S. every year except for 2008 and 2011 (due to the 
Great East Japan Earthquake). This year the 8th joint meeting, 
Liver Fibrosis and Cirrhosis: Pathogenesis and Treatment, was 
held at the Castle Park Hotel in Kagoshima, Japan, on March 22, 
during the 99th annual JSGE meeting with Profs. Kazuhiko Koike 
and Don C. Rockey, MD, as moderators. Dr. Rockey and Robert F. 
Schwabe, MD, were invited as guest speakers from the AGA and 
Prof. Norifumi Kawada, Prof. Shuji Terai and Prof. emeritus Yoshiro 
Niitsu from the JSGE. It was a wonderful and fruitful meeting with 
hot discussions, which encouraged young Japanese investigators 
by sharing the exciting experience. With great support from 
the AGA International Committee and its former and current 
chairmen and members, we have fostered an ideal circumstance 
for the development of both societies. We hope to continue and 
strengthen the intimate relationship through various events and 
by exchanging the latest information.

We will mark the 100th memorial anniversary of the JSGE in 2014. The 
special events are prepared for the 100th annual meeting of the JSGE, 
which will be held in Tokyo from April 23 through 26 with Professor 
Choitsu Sakamoto of the Nippon Medical School as the meeting 
president. We hope that the anniversary will recall the long history 
between JSGE and AGA, and continue the coordinated development of 
both societies in the future. n
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AGA leader, Deborah Proctor, MD, AGAF, lectures on competence-based 
education at the JSGE-AGA joint meeting.
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