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presented in this issue. Send 
your letters and comments to  
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in the subject line.
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I am excited and honored to become the new editor of AGA Perspectives as I try 
to build on the outstanding work of my predecessors, Sheila Crowe, Michael 
Wallace and Michael Camilleri. AGA Perspectives is part of a large portfolio of 

AGA publications and will continue to cover territory that is not a direct part of the 
mission of the other publications. Our goal is to continue to deliver authoritative, 
practical information on a broad variety of clinical, practice, quality and training 
issues. Importantly, the length of each contribution is short enough to encourage 
busy clinicians and academicians to read each issue. AGA Perspectives will offer a 
variety of features:  

1.  Point-counterpoint debates to address a broad variety of areas of 
controversy, confusion or rapidly changing evidence base in clinical practice.  

2.  Brief thematic topic updates from content experts on the spectrum of 
gastroenterology from A to Z. 

3.  Health-care policy information and implications thereof for the rapidly 
changing landscape of clinical practice. The overarching goal of this section 
will be to keep AGA membership in a proactive instead of reactive mode.

4.  Leadership updates to take advantage of the perspectives of AGA leadership 
on the landscape of gastroenterology, hepatology and technology at both a 
national and international level. 

5.   International perspectives to provide the membership with a broader view 
of GI diseases and issues from around the world.  

The current issue of AGA Perspectives starts with a provocative debate on the pros 
and cons of testing for celiac disease prior to commencing a gluten-free diet. After 
an update on the policy implications of new HCV therapies, the issue focuses on 
updates on fecal transplant, irritable bowel syndrome, and newer therapies for 
IBD and implications of the advances of IBD for training.  We are grateful for the 
support of Gilead to allow AGA to provide both print and electronic versions of 
AGA Perspectives.

Gary W. Falk, MD, MS, AGAF
EDITOR

www.facebook.com/AmerGastroAssn
www.gastro.org
www.youtube.com/AmerGastroAssn
www.twitter.com/AmerGastroAssn
www.mobiletag.com/download-en.html
www.mobiletag.com/download-en.html
www.mobiletag.com/download-en.html
http://linkd.in/HNZdZy
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Is a Celiac Diagnosis Required for This Prescription?

WAIT FOR  
A DIAGNOSIS

T here is no argument that properly diagnosing 
celiac disease is of paramount importance in 
our field of gastroenterology. Celiac disease 

is a lifelong autoimmune disease with major health 
consequences if improperly managed, including 
early mortality, progressive bone disease, and 
poor quality of life.1 Consensus statements from 
the American Gastroenterological Association, 
American College of Gastroenterology, and North 
American Society for Pediatric Gastroenterology, 
Hepatology, and Nutrition all recommend 
histologic confirmation via intestinal biopsies 
prior to appropriate counseling and monitoring of 
patients who need to strictly avoid dietary gluten 
for life. 

Clinical guidelines emphasize diagnosing celiac 
disease in the most evidence-based way — and 
this should frame future disease management. 
Simply put, diagnosis and management are 
intricately connected. When it comes to patient-
level conversations about avoiding gluten for life, 
the two concepts of diagnosis and management 
become one inseparable idea. Based on the celiac 
literature, I believe that best care is delivered 
when gastroenterologists use a diagnostic 
strategy aimed to prepare then engage patients 
to embark on this lifelong journey. Given the 
lifestyle-altering impact of celiac disease, the 
starting point — the point of actual diagnosis — 
is of utmost importance. Therefore, I argue that a 
stepwise diagnostic strategy of diagnosis before 

GO GLUTEN  
FREE FIRST

A lifelong gluten-free diet  is the cornerstone 
of therapy for patients with celiac disease. 
However, some patients with functional 

GI disorders, such as diarrhea-predominant 
irritable bowel syndrome (IBS-D) and non-celiac 
gluten sensitivity (NCGS), may benefit from a 
gluten-free diet.1,2 The controversy of when and 
in whom to start a gluten-free diet is challenging 
to gastroenterologists and patients alike. I 
have not been immune to this challenge in my  
clinical practice. 

IBS is a common functional GI disorder with an 
estimated prevalence of 10 to 15 percent in the 
U.S. alone. Many patients with IBS describe GI 
symptoms with the ingestion of food. Gluten is one 
food trigger in patients with IBS, and it has received 
much attention in the last decade. Studies from 
Wahnschaffe and colleagues showed that a subset 
of patients with IBS had normalization of symptoms 
on a gluten-free diet based on their HLA status.1 This 
data not only suggested that some patients with IBS 
have symptom improvement on a gluten-free diet, 
but also raised a putative genetic mechanism among 
responders. Moreover, in a recent published study 
in IBS-D patients randomized to a gluten-free diet or 
a gluten-containing diet for 30 days,2 we observed 
that patients on a gluten-free diet diet had significant 
improvement in stool frequency compared to those 
who were randomized to a gluten-containing diet. 
Furthermore, IBS patients on a gluten-free diet also 
had improved intestinal permeability. Biesiekierski 

WE LOOK GOOD ON 
PAPER, BUT YOU 

SHOULD SEE US ONLINE

We get it, you’re busy and finding 
the time to read your favorite 
magazine isn’t always easy. See 
us online at www.gastro.org 
and take us with you.
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going gluten-free may: 1) optimize patient safety; 
2) increase patient activation and long-term 
adherence rates; and 3) avoid unnecessary out-of-
pocket costs. At the end of the day, we hope that 
celiac patients are anything but half-hearted about 
their diagnosis and decision to follow a lifelong, 
gluten-free path. 

Yet, I am not trivializing the numerous real-life 
scenarios that make diagnosis before going gluten-
free logistically difficult. And I certainly do not 
discount the success stories among celiac patients 
who — with the help of their gastroenterologists 
— have navigated this well. Realistic scenarios 
include: patients desperate for immediate 
symptom relief (e.g., patients with severe diarrhea); 
suboptimal biopsies or equivocal findings from 

initial histopathology (e.g., Marsh Type 1); and poor 
or inefficient access to gastroenterology expertise 
(e.g., unreasonable wait times for an endoscopic 
evaluation after a positive serologic screening). 
Whatever the case may be, I believe the best 
clinical practice occurs when the gastroenterologist 
works with the patient to develop a personalized 
roadmap to expeditiously confirm the diagnosis. 
Despite many advances in our knowledge of celiac 
disease, histology remains the gold standard, and 
serology is insufficient for diagnostic confirmation. 
Both pediatric and adult data suggest that positive 
serology alone in asymptomatic patients does not 
necessarily correlate with or develop into intestinal 
damage at the mucosal level, even after years of 
longitudinal observation.

D I A G N O S I S  -  C O N T I N U E D  O N  PA G E  8
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and colleagues randomized IBS patients, with 
prior history of being symptomatically controlled 
with a gluten-free diet, to either continue this diet 
or follow a gluten-containing diet for six weeks.3 
Patients randomized to a gluten-containing diet had 
significantly different symptoms such as tiredness, 
bloating abdominal pain, and overall symptom 
development, compared to patients who remained 
on a gluten-free diet. These studies support the fact 
that a subset of patients with IBS does benefit from a 
gluten-free diet in the absence of celiac disease. 

A follow-up study from this group in NCGS patients 
suggested that there was no effect of gluten in 
GI symptoms once patients were on a diet low 
in fermentable oligosaccharides, disaccharides, 
monosaccharides and polyols (FODMAPs).4 
Nevertheless, it is worth noting that the challenge 
with gluten was only for seven days, and longer 
duration studies are needed to appraise the 
symptomatic effects of gluten in such patients. 
The study by Biesiekierski, et al. does suggest a 
potentially different dietary trigger to GI symptoms 
other than gluten; however, NCGS is still considered 
a clinical entity that warrants further investigation.  

Nevertheless, many patients with functional GI 
disorders are tested for celiac disease in the absence 

of high-risk factors. The prevalence of celiac 
disease in the setting of functional GI disorders 
is low and not too different from the prevalence 
in the general population. Cash and colleagues 
showed, in a large population-based study, that 
patients with nonconstipated IBS had 0.4 percent 
prevalence of celiac disease and this was not 
different from the control population; the authors 
argued against routine celiac disease testing in IBS 
patients.4,5 Nevertheless, a meta-analysis found 
an increase in celiac disease among IBS patients.6 
The need for celiac disease testing for all IBS 
newcomers is controversial, but the additional cost 
of testing is small, suggesting that certain patients 
should be tested for celiac disease, especially those 
with positive family history and unexplained iron 
deficiency anemia, among others. In the absence of 
alarm symptoms suggestive of malignancy or IBD, 
many patients with long-standing IBS symptoms, 
especially triggered by food, would benefit from a 
trial of a gluten-free diet. 

Rubio-Tapia and colleagues published clinical 
guidelines for the diagnosis and management of 
celiac disease in 2013.7 Current evidence supports 
testing for celiac disease in patients with high-risk 
factors, such as clinical evidence of malabsorption, 

G L U T E N  F R E E  -  C O N T I N U E D  O N  PA G E  9
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There is a subset of patients with functional 
GI disorders who benefit from a gluten-free 
diet before receiving additional testing.
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Considering this background, I would like to 
detail three rationales that support waiting for a 
diagnosis before going gluten-free.

Diagnosis before going gluten-free may optimize 
patient safety. Understandably, early confirmation 
of any autoimmune disease in the family may 
help prepare patients and their close relatives for 
better health surveillance. 

In addition, emerging evidence supports  
that total gluten avoidance may predispose 
patients to develop new food allergies and other 
dietary intolerances.  

This consideration is particularly important since 
one family member being diagnosed with celiac 
disease often alters dietary options and habits 
for the entire family, especially among young 
children who are more at-risk for food allergies. 
Standardizing the order of anticipated events 
where diagnosis precedes treatment may further 
enhance patient safety by minimizing unnecessary 
diagnostic complexity. Regardless of how well care 
is coordinated, going gluten-free leading up to 
biopsies masks diagnostic sensitivity. For suspected 
celiac patients already gluten-free, they often 
have to undergo two weeks or more of  a gluten 
“challenge,” consuming between 3-10g gluten daily 
prior to their scheduled endoscopy date.5 During 
this time, additional tests, such as HLA DQ2/DQ8 
and expanded or repeated serologic screening 
tests, are often performed. Some suspected celiac 
patients who have achieved once-elusive symptom 
relief after going gluten-free may be reluctant to 
undergo the gluten challenge and request to opt 
out of obtaining necessary biopsies altogether. This 
practice, if increasingly accepted, will invariably 
contribute to the growing ambiguity between celiac 
disease and symptoms likely unrelated to gluten, 
such as irritable bowel syndrome. 

Diagnosis before going gluten-free may increase 
patient activation and their long-term adherence. 
Robust evidence exists that patients with chronic 
diseases who are informed and activated about 
their lifelong illness are better able to co-manage 
their health, cooperatively work with their health-
care providers to achieve health maintenance 
goals, and adhere more closely to recommended 
medical therapy plans. On the other hand, 
uninformed or inactivated celiac patients may 
be more disengaged from receiving appropriate 
medical care and more likely to be non-adherent 
to their strict gluten-free diet requirement. This, 
in turn, contributes to less long-term health gains 
for these patients. Asymptomatic adolescents with 
celiac disease are particularly vulnerable to such 
disengagement and non-adherence.

Diagnosis before going gluten-free may avoid 
unnecessary out-of-pocket costs. Today’s patients 
are increasingly paying more out-of-pocket for 
necessary medical care. Having to pay extra for 
gluten-free groceries without medical necessity 
represents a premium that could substantially 
exceed family allowances for food and other 
essentials. Studies show that basic gluten-free 
food items were invariably more expensive than 
their wheat-based counterparts, sometimes up to 
five times more costly.  

The day may come when gastroenterologists do 
not need to prove the presence of celiac disease 
from small pieces of damaged mucosal tissue; this 
hope may be coming closer to a reality.  For now, 
as physicians, we have an obligation to help our 
patients know with the highest degree of certainty, 
especially when wielding the influence to attain it, 
whether a suspected disease is or is not present. 
This rationale seems especially true in celiac 
disease since starting treatment prematurely may 
adversely influence our diagnostic confidence. n

D I A G N O S I S  -  C O N T I N U E D  F R O M  PA G E  6
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a first-degree family member with celiac whether 
symptomatic or asymptomatic, unexplained 
elevations of serum aminotransferase levels or 
patients with Type I diabetes mellitus with any 
digestive symptoms. These recent guidelines 
also support testing for celiac in patients with 
IBS, although the evidence to support this 
recommendation is lacking and seems to be 
contrary to the findings of Cash, et al. Furthermore, 
with population studies showing that there is 
no increased prevalence of celiac disease in 
IBS patients, the role of routine testing is still 
considered controversial. 

In my practice, I take a careful history regarding 
GI symptoms — focusing on alarm symptoms 
such as unexplained weight loss, bloody stools, 

among other high-risk factors for celiac disease 
— to determine the need to pursue further 
testing. Based on this careful collection of data, 
I may have patients do a trial gluten-free diet 
and follow symptomatic response. When it is 
warranted, I do screen for celiac disease with 
tissue transglutaminase IgA if patient has normal 
IgA levels. Further testing would be based on the 
results of celiac disease screening test results.  

Overall, there is a subset of patients with functional 
GI disorders who benefit from a gluten-free diet. 
A trial of this diet is warranted before receiving 
additional testing, which has shown to be of 
low yield in low-risk populations, and the cost-
effectiveness of testing may be controversial. n
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PRACTICE

TREAT 
HEPATITIS C?

WHO
SHOULD

The really incredible advances in the 
treatment of hepatitis C makes the issue 

of who should be treating these patients 
a very relevant question moving forward 

into 2015. The advent of all-oral direct-acting 
anti-virals, which are safe, simple and effective 

with good tolerability and short duration, has 
made this an issue that should be examined. 

Consider ledipasvir/sofosbuvir, a single fixed-dose 
combination pill with a greater than 95 percent cure 
rate that was approved by the FDA for genotype 1 
HCV in October 2014. 

The simplicity and safety of this treatment should 
enable almost any physician with an interest in 
HCV to treat a patient. The pretreatment workup 
consists of simple blood tests, genotyping and 
determination of viral load and staging of disease 
with noninvasive  serum tests such as FibroTest or 
a FibroScan to determine the presence of advanced 
fibrosis or cirrhosis. We have previously proposed 
an algorithm which can be used in primary care to 
determine that patients are suitable to be treated 
by primary care physicians and which should be 
referred to either a infectious disease (ID) specialist 
or  a gastroenterologist.1 The algorithm utilizes 
FibroScan® and FibroTest to identify which patients 
are at risk for advanced fibrosis. Since these patients 
require screening for esophageal varices and 
hepatocellular carcinoma, it is more appropriate that 
they undergo specialty evaluation.

The issue of which specialist is most appropriate to 
treat hepatitis C has also raised some questions in 
the ID and GI communities. I would consider that 
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anyone who has developed a real interest in 
hepatitis C treatment can treat the majority 
of patients with hepatitis C. The continuously 
updated AASLD and IDSA guidelines are an 
excellent source to help physicians keep current 
with the ever-changing treatment landscape. 
Certainly, the majority of patients with mild 
disease would prefer to be treated closer to 
home rather than visit a specialty center. 

One of the questions we should ask is how 
effective in real life is therapy outside of both 
clinical trials and specialty liver centers? 
We’re fortunate to have several large registries 
that have recently looked at effectiveness 
of treatment with all-oral simeprevir and 
sofosbuvir in both community and academic 
settings. The results from both the TRIO and the 
TARGET networks show little difference in cure 
rates between the sites of patient care, and the 
overall SVR is within 10 percent of that reported 
in the clinical trials.2,3 Hepatitis C, however, has 
a broad spectrum of disease with approximately 
25 percent of patients developing cirrhosis and 
at risk for hepatocellular carcinoma and liver 
failure. Thus, whoever decides to treat hepatitis 
C must be aware of the indications for referral 
to a specialty liver center with the capacity  
for evaluation of appropriate treatments and 
liver transplantation.

Unfortunately, although I truly believe that 
hepatitis C can be easily treated within the 
community, including by internists and family 
physicians, the reality is that issues associated 
with both the cost of treatment and access to 
therapy have made this extremely difficult. 
Hepatitis C medications cost almost $100,000 
or more for a full course of treatment and thus 
represent a significant burden to the health-
care system. If, over the course of the next 10 
years, we treat 1 million patients — which is 
necessary if we are to impact the natural history 
of disease — the cost to the health-care system 
would be almost $100 billion.

This high cost of therapy has resulted in 
prioritization of care with restricted access for 
some patients. Currently, the majority of third-
party payors and state Medicaid programs 
have limited access to treatment for those 
patients with advanced fibrosis or cirrhosis. In 
our practice, we have found that the current 
restrictions require almost one or two full-time 
personnel to devote continuous effort to help 
patients obtain treatment. In smaller GI or ID 
practices, this would create both unnecessary 
expense and significant effort. It is hard to 
imagine that an average internal medicine 
or family practice would have the resources 
to devote the time and personnel needed to 

obtain prior approval and authorization for 
treatment of any significant number of hepatitis 
C patients. In addition, certain state Medicaid 
plans — such as New York — have suggested 
that treatment be provided only by physicians 
with documented and proven experience in 
managing HCV patients.

In my experience, this potential rationing of 
health care to only those with advanced disease 
makes little clinical or pharmacoeconomic 
sense. Treatment duration can be shortened in 
patients who do not have cirrhosis, resulting in 
a lower cost per SVR. In addition, these patients 
have reported equal improvements in a variety 
of physical, emotional and health-related 
outcomes as is reported for patients with more 
advanced disease.

Finally, it is ironic that we have the ability 
to essentially eradicate hepatitis C from the 
U.S. population within the next decade using 
simple, safe and highly effective therapies, but 
we appear to lack both the economic, societal 
and political wherewithal to make this a reality. 
The conversation within the GI community 
should not only be who should treat hepatitis 
C, but also how can we make this incredible 
opportunity a reality for our patients? n

If, over the course of the next 10 years, we treat 1 
million patients — which is necessary if we are to 
impact the natural history of disease — the cost to the 
health-care system would be almost $100 billion.
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RESEARCH

IRRITABLE BOWEL SYNDROME 

NEW INSIGHTS 
INTO PATHOGENESIS
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IBS is a common GI disorder characterized by intermittent or 
chronic abdominal pain associated with altered bowel habits 
(i.e., diarrhea, constipation or both). A complete understanding 
of the pathogenesis of IBS has been elusive; however, our 
understanding has evolved in recent years. 

A unifying theme is that the symptoms of IBS result from dysregulation of the “brain–gut axis,” 
in which peripheral and central factors play a role. These include genetic predisposition, 
visceral hypersensitivity, altered gut motility and transit, enhanced stress response, 

immune activation, increased intestinal permeability, food intolerance, bile acid malabsorption, 
dysbiosis, psychosocial factors, and changes in brain morphology and neural networks. In some 
patients, peripheral factors appear to have a more predominant effect, while in others, central 
mechanisms prevail. “What came first, the chicken or the egg?” is a commonly asked question. 
This seems like an impossible question to answer because the constellation of symptoms in IBS is 
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often multifactorial and predominant etiologies 
can differ between phenotypic subgroups. In 
addition, communication between the brain and 
gut is bidirectional and highly dynamic. There 
are factors that can increase the vulnerability of 
developing IBS and other functional GI disorders 
(e.g., genetic, chronic stress), factors that can 
trigger the onset of symptoms (e.g., infection), 
and others that exacerbate symptoms (e.g., 
food, stress) or perpetuate illness (e.g., family 
disruption, adaptation to chronic illness, stigma). 
These are all worth further study.

Over the years, a number of plausible 
mechanisms have been proposed for IBS. When 
a possible mechanism is found, we tend to jump 
on the band wagon and steer down a path of 
would-be great discovery only to find that it is 
present in a mere subset of patients and not 
definitively associated with symptoms. When 
dealing with a medical condition that has no 
easily observable organic etiology, any abnormal 
and potentially credible finding — even in a 
relatively small number of IBS patients — is 
further investigated. After a lengthy period of 
time and exhausted resources, we find that this 
abnormality may explain only one aspect of the 
clinical presentation or is an epiphenomenon. 

IBS is in the gray zone — even when there is a 
significant difference in the mean values, there 
is extensive overlap with control groups. But our 
interpretation of a finding is dependent on our 
usual perspective. For example, when you are used 
to seeing normal mucosa, it is tempting to believe 
that any increase in immune cells is the cause of 
symptoms in IBS. But when you routinely find 
macroscopic inflammation as in inflammatory 
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bowel disease (IBD), a small microscopic increase 
in mucosal immune cells is less impressive and 
questionable. However, it is conceivable that a 
stimulus or aberration may be clinically relevant 
in a disorder such as IBS where increased visceral 
perception and dysregulated gut function can 
enhance their effects. When interpreting data 
— as scientists and clinicians — we need to 
objectively assess our findings, be open to various 
perspectives and possibilities, consider the 
comprehensive, complex nature of IBS, and have a 
good understanding of the patient’s presentation. 
Determining if our research findings are clinically 
relevant is the key question we must answer. 

There are a number of intriguing and related areas 
of research and clinical interest in IBS. The role of 
gut microbiota in IBS is the hottest area of research 
right now. We are entering a transformative phase 
of exploration that will likely shift our current 
understanding to a new paradigm that will impact 
phenotypic subtyping and treatment of IBS. One 
recent study showed that a subgroup of IBS patients 
had a very similar gut microbiota profile to healthy 
individuals, while others had significantly different 
microbial populations, namely increased Firmicutes: 
Bacteroidetes ratio. Interestingly, the main clinical 
difference between these two subgroups of IBS 
was that the patients with “normal” microbial 
composition had significantly higher depression 
symptom scores than the IBS patients with abnormal 
microbial composition in stool samples. This 
finding needs to be reproduced in a larger group of 
patients but it begs the question of whether the gut 
microbiota plays a predominant pathophysiologic 
role in some IBS patients, but not in others where 
psychological symptoms have a greater impact 
on the clinical phenotype. Large-scale studies are 
needed in well-characterized IBS patients since a 
number of factors may influence microbiota profiles, 
such as intestinal permeability and diet. There is 
evidence that some IBS patients have increased 
intestinal permeability but is this clinically relevant? 
Previous studies found that relatives of IBD patients 
had increased intestinal permeability but did not 
have GI symptoms. However, it is conceivable that 
luminal antigens (e.g. microbial metabolites), 
increased intestinal permeability and the mucosal 
immune system interact in such a way to permit the 
development of disease in IBS. Central factors (e.g. 
stress, psychological symptoms) can also influence 
these components or their interactions or amplify 
the symptoms induced by these factors via brain-
gut pathways.

Another area of intense research interest is 
gene association studies because it affects 
one’s vulnerability to clinically developing the 

condition. While candidate gene studies have 
identified associations with IBS, they contribute 
relatively little to the variance of the clinical 
phenotype. Given the complex and multifactorial 
nature of IBS, it is likely a polygenic disorder 
determined by many gene variants. Therefore, 
employing an unbiased genomics approach 
is a reasonable tactic. A recent multicenter, 
collaborative study performed a genome-wide 
association study of IBS and found two genes that 
encode for functions that could plausibly have 
some pathogenetic effect in IBS, although further 
studies are needed. 

Gene expression studies will likely be a more 
productive approach. Environmental factors, 
including early adverse life events and other 
chronic stressors, are associated with IBS 
and can trigger epigenetic changes such as 
DNA methylation and histone modification. 
These epigenetic modifications can explain 
the variability observed in quantitative traits 
despite similarities in genetic background. DNA 
methylation, in particular, has emerged as a 
leading biological pathway candidate linking 
gene-environment interactions to long-term 
behavioral development, particularly in a 
complex disorder like IBS. In the current era of 
sophisticated technology and high-throughput 
screening and analysis, applying a systems 
genetic approach to quantitate and integrate 
intermediate phenotypes (including transcript, 
protein and metabolite levels, clinical traits, gene-
by-gene and gene-by-environment interactions) 
is a worthwhile strategic endeavor. 

IBS is the phenotypic expression of a variety 
of pathophysiological determinants. Like 
any heterogeneous condition, these factors 
seem to converge on a clinical condition 
that can be readily identified. But treatment 
depends on understanding the composition 
of the determinants to characterize the best 
treatment. Due to its complex pathogenesis and 
variable clinical presentation, large numbers 
of well-characterized subjects are needed 
to definitively identify clinically meaningful 
biologic associations. Attention to sex and 
gender effects is important given the biologic and 
clinical differences between men and women 
with IBS. Ideally, a consortium of centers of 
excellence should work together to strategically 
and methodically study the most plausible 
mechanisms of IBS and identify biomarkers 
that distinguish IBS from other GI conditions 
with similar symptoms and that reliably predict 
treatment response. n

INTERESTED IN IBS? 
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renaissance in the understanding and 
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Fecal Biotherapy for IBD

A PERSPECTIVE ON THE 
PROMISE AND PROBLEMS

O ne of us (DS) is intrigued by the scientific 
basis of modern fecal biotherapy; the 
other (FS) recalls during his traineeship 

hearing old clinicians referring to older clinicians 
speak of the use of ‘fecal enemas’ to treat difficult 
forms of colitis, some of which would have been 
C. difficile-related before that organism was 
identified. Both of us attest to the remarkable 
efficacy of fecal microbiota transplantation 
(FMT) in our patients with recurring C. difficile-
associated disease (CDAD). This is one of the 
great success stories that underline the promise 
of therapeutic manipulation of the microbiota. 
However, extending FMT to other indications 
such as IBD raises practical and theoretical 
issues. One cannot assume that what works 
for CDAD will suffice for IBD. At minimum, 
techniques need not only standardization, 
including anaerobic processing of the fecal 
sample, but more rigorous recipient and donor 
selection criteria. The latter should be informed 
by full microbiota compositional analysis.   

Curiously, the lay public in general and most 
of our patients regard strategies to promote a 
healthy gut ecosystem, including FMT, not only 
acceptable but also conceptually appealing. 
The need to manage overblown expectations of 
what can be achieved with FMT is now acute. 
Indeed, we frequently receive requests from 

patients for FMT. The apparent simplicity of the 
procedure enhances the risk of its inappropriate 
or injudicious use. FMT is still an experimental 
treatment, reserved for those with severe 
disease and not for patients where effective 
alternatives have been insufficiently explored. 
To borrow from Shakespeare: Diseases 
desperate grown by desperate appliance are 
reliev’d, or not at all (Hamlet IV, iii). 

Our safety concerns with FMT are not limited to 
the transmission of an infectious agent, which 
should be avoidable for known pathogens; 
one wonders about pathogens waiting to be 
discovered. Another concern is the potential 
for inducing bacterial translocation and sepsis, 
particularly in a recipient with defective 
mucosal barrier function. More theoretical is the 
risk of transferring an undesirable phenotype 
with long-term consequences, particularly 
for a young recipient. We already know from 
experimental animals that immunologic, 
physiologic and metabolic phenotypes can 
be transferred by FMT. In humans, there is 
evidence that FMT can improve the recipient’s 
metabolic phenotype; the corollary implies 
that FMT for other purposes might also have 
a deleterious effect on the metabolic health 
of the recipient. This calls into question the 
criteria for selection of donor stool. Donors are 
selected primarily on the basis of exclusion of 
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infectious agents. This strategy needs to be 
refined with greater attention to phenotype 
and the composition and diversity of donor 
microbiota. There is also increasing evidence 
for the contribution of the microbiota to the 
risk of colorectal cancer. This is particularly 
relevant to IBD where recipients of FMT  
are likely to be young with an added risk  
for carcinogenesis.   

Several additional challenges should temper 
enthusiasm for premature FMT in IBD, but 
on the other hand offer opportunities for 
discovery. First, host-microbe interactions 
in IBD are more complex than in CDAD or 
Helicobacter-related peptic ulcer disease. 
Thus, the traditional ‘one microbe-one 
disease’ model makes way in IBD for the 
idea that groups of commensals may become 
pathogenic in certain contexts depending 
on host susceptibility. Second, the role of 
the microbiota in IBD may vary at different 
phases in the evolution of the disease. 
Therefore, experimental models have shown 
that the microbiota not only contributes to 
the pathogenesis of inflammation but also 
has a role in the development of adhesions, 
strictures and the dysplasia/cancer sequence. 
Third, none of the current strategies targeting 
the microbiota, including pre-, pro- and 
antibiotics, have yielded impressive results. 

Although there are some encouraging but 
non-uniform results in ulcerative colitis and 
pouchitis, the data in Crohn’s disease are 
disappointing. Fourth, the heterogeneity of 
both ulcerative colitis and Crohn’s disease 
suggests that microbial-based strategies 
require the identification of responder sub-
groups. This highlights the need for microbial 
and other biomarkers of disease subsets. 
Fifth, there may be an optimum time for 
manipulating microbial composition in early 
life when the immune system is developing 
in response to microbial colonization. As a 
result, patients with established IBD may have 
missed this window of opportunity. There 
are unknowns surrounding the optimum 
composition of the donor sample and whether 
that is dependent on the recipient’s genotype 
and phenotype.

There is no substitute for good science and 
understanding of the molecular basis of 
host-microbe interactions in health and 
disease. FMT is the ultimate microbiological 
experiment; its exploration in IBD is rich with 
opportunity for clinicians and basic scientists. 
We believe such collaboration is probably 
essential for patients to benefit. n

FMT is the 
ultimate 
microbiological 
experiment.
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THERAPIES IN IBDUPDATE ON NEW
I BD therapy is rapidly changing. Since the advent of anti-TNF antibodies 

in the late 1990s, we have gradually reformed our thinking about 
optimal treatment. Anti-TNFs were shown to completely heal the 

ulcerations caused by Crohn’s disease and ulcerative colitis (UC) in an 
important subset of patients. This mucosal healing has been associated 
with reduction in hospitalization and resections — highly relevant long-
term outcomes.

Being more aggressive with anti-inflammatory treatment early in the 
disease course appears to pay off in the long run, certainly in Crohn’s 
disease. Patients receiving early combined immunosuppression (IS) 
or accelerated step-up care have better overall outcomes. The concept 
of deep remission — mucosal healing plus steroid-free remission — is 
now being adopted by the scientific community as the most important 
treatment target in both IBDs. In parallel, FDA has changed its guidelines 
for drug approval, shifting endpoints towards mucosal healing and 
patient reported outcomes. This paradigm shift has created a genuine 
challenge to drug developers.

In severe UC, new findings have led to improved management. Anti-
TNF antibodies appear to be shed in the lumen through protein-losing 
enteropathy, leading to lack of effect. Very sick patients have such high 
TNF concentrations in serum en mucosa that regular doses of anti-TNF 
are insufficient. Using higher doses of infliximab (IFX) has improved 
response rates and reduced colectomy risk significantly. In our hands, 
higher doses of IFX has become the first-line rescue treatment for UC 
prior to cyclosporine. 

Subcutaneous anti-TNF antibodies such as adalimumab are now also 
being tested at higher doses, and it is to be expected that outcomes 
will be significantly better with these adapted regimens. Therapeutic 
drug monitoring (TDM) is expected to become more important in the 
future, definitely when the results of prospective trials using TDM 
confirm its relevance.

Anti-TNF antibodies are immunogenic, which means that many patients 
develop antibodies to their treatment (ADAs) leading to diminished 
response and adverse events such as infusion reactions and delayed 
hypersensitivity reactions following a drug holiday. With novel drug-
independent assays, we were able to detect ADAs as early as 18 days into 
treatment. Combination of anti-TNF treatment with IS such as thiopurines 
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THERAPIES IN IBD
or methotrexate prevent and/or reduce ADAs, 
hence the current recommendation from the 
European Crohn’s and Colitis Organisation to 
combine anti-TNFs with IS, at least in the first 
year of treatment. 

In certain patients where deep remission can 
be attained, it is possible to stop anti-TNF and 
continue IM. When relapse occurs, it appears 
possible to re-start anti-TNF without loss of 
efficacy or tolerance. 

Personally, I often switch from combo to 
monotherapy after one year of treatment in two 
situations. First, in patients who failed IS before 
anti-TNF was started, the IS can be discontinued 
after one year.  Should efficacy be lost due to 
appearance of antibodies, restarting IS was 
shown to suppress these antibodies and improve 
serum concentrations of anti-TNF.1 Patients who 
are started on combination treatment with 
anti-TNF and IS and are in deep remission — 
including mucosal healing and complete steroid 

interaction. They have been adopted with 
skepticism because of progressive multifocal 
leukoencephalopathy (PML), a complication 
that is seen in patients receiving natalizumab, an 
α4 antibody used in the treatment of Crohn’s or 
multiple sclerosis. Natzalizumab has therefore 
not been approved for Crohn’s disease in Europe. 

Vedolizumab is the second agent in this class, 
which is characterized by combined specificity 
for α4 and β7, leading to gut-selectivity 
and avoidance of CNS immunosurveillance 
interference. Not a single case of PML has 
been reported in patients using vedolizumab 
(Entyvio), which was approved for the 
treatment of refractory UC and Crohn’s in mid-
2014.  Vedolizumab has offered a long-awaited 
therapeutic alternative for patients who have 
failed conventional treatment, including anti-
TNF agents, though several questions remain 
unanswered: what is the frequency of mucosal 
healing in Crohn’s disease? Should Vedolizumab 
preferably be used as mono-therapy? With the 

In Crohn’s disease, being more aggressive with anti-inflammatory 
treatment early in the disease course appears to pay off in the long run.
tapering — could be switched to monotherapy 
with either IS or anti-TNF. In all other patients, I 
recommend to continue combination treatment.

Concerns about long-term toxicity with 
combination treatment remain important. 
Thiopurines carry a low but real risk of 
lymphoma and non-melanoma skin cancer.

We have diagnosed three non-Hodgkin 
lymphoma in IBD patients in Amsterdam this 
year while they were receiving combination 
treatment with anti-TNF and azathioprine. The 
chemotherapy and stem cell transplantation 
these patients had to undergo (fortunately 
all survived) was a formidable challenge. All 
together, the risks and benefits of combined 
immunosuppression should be balanced against 
those of monotherapy.

The most attractive new class of drugs that may be 
safer in this regard are the integrin-antibodies or 
intestinal migration blockers, such as antibodies 
against α4β7 (vedolizumab), β7 (ertrolizumab) 
or MadCam-1 on the endothelial side of the 

somewhat delayed effect seen in Crohn’s, how 
will treatment success be defined?

Meanwhile, novel fascinating approaches are 
being investigated. Most recently, Phase 2 
data were released for nucleotide treatment 
direct against smad-7 (Mongersen), with quite 
astonishing results in Crohn’s. Phase 3 trials 
are underway. Also, several anti-p40 (IL-12 
and IL-23) and anti-IL23 antibodies, including 
ustekinumab, are being assessed in Phase 2 
and 3. These molecules may offer an attractive 
alternative for anti-TNF failing patients or 
perhaps for even a broader population. Finally, 
multiple Jak Kinase inhibitors — including 
tofacitinib — appear promising, perhaps more 
for ulcerative colitis than for Crohn’s disease. 
Phase 3 trials in UC are coming to an end soon.

With a multitude of treatments becoming 
available soon, the challenge for the future 
will lie in the development of biomarkers to 
determine which treatment will offer the best 
outcome for the individual patient. There is 
much work to be done. n
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T hanks to new advances in the field, 
basic research related to digestive 
health and disease is progressing 

at a rapid pace. The lessons of time, as 
well as published and anecdotal data, 
show that these discoveries are critical 
to fuel subsequent translational and 
clinical advances. 

However, there is presently no premier 
basic and translational journal focused 
solely on GI, hepatic and pancreatic 
science. Thus, there is a pressing 
need for a new rigorous journal to 
fill this gap. Cellular and Molecular 
Gastroenterology and Hepatology 
(CMGH), the AGA Institute’s newest 
scientific publication, will be  
that journal.

As a basic science researcher, I can 
tell you first-hand how difficult it 
has become to publish high-quality 
gastrointestinal, hepatobiliary and 
pancreatology research without direct 
translational relevance in GI-focused 
journals. There are exceptional journals 

that publish outstanding basic research 
related to digestive health and disease, 
including Gastroenterology. However, 
these journals have additional clinical 
and translational missions and 
expectations, so they often decline 
— based on publication priority —
rigorous research lacking specific links 
to disease. As a result, researchers 
submit and publish such high-grade 
work in journals associated with other 
fields, such as biochemistry, cell biology, 
immunology or physiology. This 
disperses important advances and limits 
their dissemination to investigators 
for whom the work is most relevant. 
CMGH will fill this void and become 
the premier venue for outstanding 
gastrointestinal, hepatobiliary and 
pancreatology research. 

As I write this message, the first 
original articles and reviews have 
been accepted for publication in 
our inaugural issue, which will be 
released in January 2015. Several 
other original and review articles 
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are in the final stages of the review 
process and will also be included in 
our inaugural issue. These articles 
focus on critical issues, including 
mechanisms of intestinal motility, 
potential new approaches to limiting 
fibrosis in chronic colitis, and detailed 
analysis of metaplastic and neoplastic 
phenomena in the setting of chronic 
injury. Visit www.cmghjournal.org to 
view this novel new research.

We intend for CMGH to enhance 
several forms of communication 
within the greater gastrointestinal 
research community. We will, 
therefore, publish commentaries, 
editorials, and focused reviews in 
addition to full-length original articles 
and brief reports. In this way, CMGH 
will become a forum for discussions 
of major breakthroughs and a home 
for insightful debate.

To promote the availability of the 
breakthroughs reported in CMGH to 
all, articles will be freely available 
without subscription. Also, CMGH 
will be completely digital, which will 
allow readers to download individual 
articles, topic collections or entire 
issues from the journal’s website or 
app. In this way, the most important 
information will be as close as your 
tablet or laptop. We will maximize the 
functionality that digital publishing 
affords us. For example, we will post 
articles within 72 hours of acceptance, 
publish themed collections of content 

based on an extensive nomenclature 
developed by our publisher — Elsevier, 
integrate animated figures to further 
advance communication, and take 
advantage of the virtual microscope 
and other interactive technologies. 
Also, the journal’s website will be 
mobile optimized so that you can read 
it anywhere, anytime. We are excited 
about the future that lies ahead — it 
is a revolutionary time in scholarly 
publishing and we intend to be on the 
cutting edge.

If you wish to submit your manuscript 
to be a part of this exciting new venture, 
visit www.cmghjournal.org. The work 
we aim to publish will be rigorous, 
hypothesis-driven and mechanistically 
novel. There will be no requirement 
for a disease or translational aspect to 
the work, although we will welcome 
studies with such links. In addition 
to work that might be categorized as 
basic cell and developmental biology, 
biochemistry, genetics, immunology, 
molecular biology, microbiology, 
pathology, pharmacology or 
physiology, we anticipate that CMGH 
will become a preferred venue to 
showcase outstanding integrative 
research that falls between traditional 
disciplinary boundaries.

On behalf of the Board of Editors, I look 
forward to bringing you exciting new 
research on a broad spectrum of themes 
in gastrointestinal, hepatobiliary and 
pancreatology research. n

CELLULAR AND MOLECULAR  
GASTROENTEROLOGY AND HEPATOLOGY 

FILLING THE GAP

CMGH IS SOCIAL.  
Visit us at 
facebook.com/
cmghjournal.  
Be sure to like the  
page to see updates.

www.cmghjournal.org
www.cmghjournal.org
http://www.facebook.com/cmghjournal
http://www.facebook.com/cmghjournal
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T he incidence and prevalence of Crohn’s 
disease and ulcerative colitis have been 
increasing over the past several decades. 

While our improved understanding of the 
pathophysiology of these diseases has led to an 
ever-expanding armamentarium of treatment 
options, this has come at the price of increased 
complexity in the management of patients with 
these conditions. With the advent of anti-tumor 
necrosis factor-alpha (anti-TNF) therapy — which 
began with infliximab and has now expanded to 
include four different agents with different dosing 
regimens and delivery methods — the complexity 
of therapeutic decision making has also 
increased at a breathtaking pace. These trends 
are undoubtedly going to continue, as there are 
several additional agents with new mechanisms of 
action that have or will soon likely come to market. 
Adding to this milieu is the increasing recognition 
of the benefits of using these agents in combination 
therapy with a thiopurine or methotrexate in both 
Crohn’s disease and ulcerative colitis. Therefore, 
the options for our patients have been augmented 
profoundly over the past 15 years.

In response to the complex nature of caring for 
patients with IBD, there has been increasing 
recognition of the need for advanced training. 
Over the past decade, a number of fourth-year 
fellowships in IBD have been created across 
the country. While most gastroenterology 
fellowships provide significant exposure to 
the inpatient management of these patients, 
by and large, fellows are exposed to limited 
outpatient experiences with patients with IBD. 
As a result, there has been a recognized need 
for fellows interested in specializing in the care 
of IBD patients to pursue an additional year of 
specialized training.   

There are currently approximately 19 programs 
offering advanced IBD training positions annually. 
As these are non-ACGME accredited positions, 
there is no centralized application process, 
though a list of programs with positions has been 
previously published in the American Journal of 
Gastroenterology and is maintained by David T. 
Rubin, MD, AGAF, at the University of Chicago.1 
Application deadlines differ from program 
to program, though programs typically begin 
accepting applications approximately 15 months 
prior to the start of the IBD fellowship. Applicants 
are encouraged to contact individual programs 
that they may be interested in during their 
second year of GI fellowship to determine specific 
application requirements regarding letters of 
recommendation and application deadlines.

Most IBD training programs have several core 
commonalities. Programs offer a significant 
patient-care component, often with a focus 
on outpatient care. This exposure allows for 
additional experience managing the wide array of 
clinical presentations and complications possible 
in IBD. Outpatient clinics typically involve working 
with several different subspecialists throughout 
the year, which allows for fellows to obtain 
broad perspectives on the varied approaches to 
managing complex patients with IBD. The year 
also allows for a refined appreciation of health 
maintenance in IBD, such as ensuring proper 
vaccinations, bone mineral density assessment, 
appropriately initiated dermatology visits or 
vitamin D screening, which may not be part of 
routine practice in an outpatient general GI fellows 
clinic. Furthermore, fellows who train at centers 
with dedicated inpatient IBD services often have 
inpatient components to their training year. While 

Frank I. Scott, 
MD, MSCE

Instructor of Medicine, 
Division of Gastroenterology, 
Faculty Fellow, Center for 
Clinical Epidemiology and 
Biostatistics, Perelman 
School of Medicine, 
University of Pennsylvania

Dr. Scott has no conflicts to 
disclose.

www.gastro.org


23

COMPLEX DISEASES
I N C R E A S E D  E X P O S U R E  T O  I N C R E A S I N G LY

A D V A N C E D  T R A I N I N G  I N  I B D

many trainees have some exposure to this during 
gastroenterology fellowship, this additional 
focused year can provide crucial additional 
experience in the management of severe disease 
and penetrating complications such as fistula 
and intra-abdominal abscesses. Perhaps most 
important, in all of these clinical experiences, the 
trainee is working directly alongside the leaders in 
the field of IBD patient care.  

In addition, many centers offer additional 
experiences in surgery and surgical outcomes 
in IBD to which they otherwise would not be 
exposed to during a general GI fellowship. This 
can vary from outpatient clinics that focus on 
pre- and post-operative managements of patients 
with IBD, to inpatient rotations that provide 
opportunities to work alongside the surgical 
team in the perioperative setting. Additional 
exposure to ostomy clinics for both pre- and post-

operative evaluation can also provide the trainee 
with the invaluable experience that can be used 
in counseling their patients who are considering 
surgery. These experiences also serve to foster 
relationships with surgical staff, which can be 
invaluable well beyond the training year. 

An advanced IBD fellowship can also offer 
increased knowledge and appreciation for 
the nuances of diagnostic testing. Many 
gastroenterology fellows have some experience 
in interpreting serum inflammatory markers 
such as C-reactive protein or ESR, though they 
may not recognize the additional value of 
newer markers such as fecal calprotectin or 
the subtleties of therapeutic drug monitoring 
(serum anti-TNF level interpretation, evaluation 
of antibodies to anti-TNFs, or assessment of 
6-MMP and 6-TGN levels). Furthermore, there 
are opportunities to directly review pathology 

specimens with pathologists in patients they care 
for. There are often opportunities for working 
in GI radiology, observing upper GI series, and 
interpreting CT and MRI enterography alongside 
radiologists, as well.  

In addition to clinically oriented activities, 
most programs also have a significant research 
component. These experiences can vary 
widely, ranging from bench-related research 
to epidemiologic and clinical studies, to quality 
improvement and outcomes-related research. As 
with clinical mentorship, these experiences offer 
unique opportunities to develop relationships 
with mentors and colleagues, which will last many 
years beyond the fellowship and are vital stepping 
stones for those who are interested in continuing 
on in careers in academic medicine. The additional 
year can also permit a fellow to accrue preliminary 
data from research and build a foundation upon 
which grant applications can ensue.  

In summary, with the increasing complexity of the 
medical management of patients with IBD, there 
is growing recognition of the benefits of additional 
training beyond gastroenterology fellowship. 
An advanced IBD training program can provide 
significantly broader outpatient, inpatient and 
research experiences. This year can also provide 
unique mentorship from experts in all aspects of 
IBD care, fostering relationships that can last for 
many years after training. This highly rewarding 
experience can greatly enhance IBD-specific 
expertise for those who wish to focus on managing 
this particularly challenging patient population. n
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There is a delay in diagnosis in Latin America, and 
we believe that the lack of physician experience 
in managing IBD and of specialized resources 
(calprotectin, MRI enterography, etc.) play a key 
role in this issue. Recently, the Pan American 
Crohn’s and Colitis Organization (PANCCO) was 
created, with two of the main objectives being 
academic consolidation and IBD research in Latin 
America. This should help better delineate the 
natural history of IBD in this population, increase 
public awareness of IBD in Latin America, generate 
medical policies in IBD management, and increase 
research networks currently in place.  

Although still low, the incidence of Crohn’s disease 
in Latin America has been increasing, particularly 
among men. We have seen some differences in 
the phenotypic expression of Crohn’s in Hispanic 
patients, with perianal disease and fistulae being 
more prevalent. This discovery is of particular 
importance given the significant impact on quality 
of life that makes managing perianal involvement 
of Crohn’s disease even more challenging, 
especially when therapies that have shown 
benefit in this subset of patients are not widely 
available. Hispanic patients are less likely to be 
treated with biological and immunomodulator 
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T 
he epidemiological picture of inflammatory bowel disease (IBD) in Latin 

America is, at best, difficult to define. In Mexico and other developing 

countries, there is a lack of national registries. However, there is consistent 

data, which underlines how, at least in Mexico, there is a higher prevalence of 

ulcerative colitis compared to Crohn’s disease. In the last two decades, we have 

seen a significant increase in the frequency of new ulcerative colitis cases in 

Mexico; some studies have reported increase incidence of at least 2.6-fold in four 

years (the adjusted rate of patients diagnosed with ulcerative colitis to the number 

of admissions per year increased from 2.3, 2.6, 3.0, 3.6 and 4.1/1,000 admissions 

between 2004 and 2008).1, 2 
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therapies,mainly because of higher costs and 
lack of access.3 Further epidemiologic studies 
are needed, with longer-term follow-up, to 
better define the burden of illness and other 
specific management issues in Hispanics. Also, 
to increase availability and improve outcomes 
for these patients, both pharmaceutical 
companies and health authorities in each 
country must address these issues. 

A controversial issue regarding IBD 
management in Latin America is the high 
prevalence of tuberculosis. According to 
the World Health Organization, almost one-
third of the global population is infected with 
Mycobacterium tuberculosis. In Mexico, the 
prevalence was 16.8/100,000 in 2010, and 
more than 2,000 people died from tuberculosis. 
Since the introduction of biologic therapies 
for IBD, screening for latent TB infection has 
become essential, especially in areas with a 
high prevalence (e.g., Latin America). In this 
regard, FDA recommends that all patients 
being considered for biologic therapy must be 
evaluated for the risk of latent TB infection by 

tuberculin skin test (TST). Bacillus Calmette-
Guérin (BCG) vaccination is still being used 
in many Latin American countries, and this 
complicates the interpretation of the TST 
(a negative TST is an unreliable indicator of 
TB exposure). Therefore, there is a strong 
recommendation that physicians consider a 
detailed travel history; previous exposure to 
a person known to have had TB; the presence 
of symptoms such as chronic cough, fever 
and weight loss; and a chest radiograph. 
The QuantiFERON-TB Gold assay could be 
an excellent alternative, but again, cost and 
availability are limiting factors. The old 
medical aphorism “Primum non nocere” is of 
utmost importance in the management of IBD 
patients. Given the likelihood of opportunistic 
infections, it seems obvious that IBD patients 
should have appropriate vaccination prior to 
initiating steroids, immunosuppressors or 
anti-TNFα therapy.

We must not forget that in some Latin American 
countries there are endemic areas of hepatitis 
B virus, and that reactivation of hepatitis B has 

been reported as a complication of therapy with 
infliximab, although any anti-TNFα is likely 
to pose the same risk. Reactivation can occur 
at any time during therapy. Patients can be 
asymptomatic and present an increase in serum 
transaminase levels, acute hepatitis or acute liver 
failure. Given the risk of reactivation of hepatitis 
B, physicians should also screen for hepatitis 
B prior to the initiation of anti-TNF therapy.4 
Specifically for Latin America, physicians must 
be aware of the risk of leishmaniasis, yellow 
fever, malaria and travelers’ diarrhea.

To summarize, we have seen an increasing 
rate of IBD in Latin America countries in 
recent years, highlighting the fact that IBD is a 
dynamic process. It is essential to build a solid 
database concerning epidemiology and clinical 
presentation of IBD in order to tailor the best 
current treatments to our population, which has 
some peculiarities in the phenotypic expression 
and different risk-benefit ratios with current 
immunomodulator therapies. n
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MISSOURI
Saint Luke’s Hospital (SLH), a 600-bed tertiary 
hospital in Kansas City is searching for a BC/
BE gastroenterologist. Interest in functional GI/
motility disorders will complement the existing 
interests in the group. Join a 10-physician 
practice based at the beautiful Plaza district in 
midtown Kansas City. Saint Luke’s Hospital is the 
primary teaching hospital for the University of 
Missouri-Kansas City (UMKC). Appointment will 
be at Assistant/Associate Professor level and 
will involve education of fellows, residents and 
medical students.

Kansas City (population – 2 million) known as 
the “City of Fountains” and features professional 
sports, jazz, world class BBQ, beautiful lakes 
and parks and access to three of the top ranked 
public school districts in the U.S. Recently voted 
as having one of the “Kid Friendliest” suburbs by 
USA TODAY.

This employment opportunity with Saint Lukes 
Physician Specialists offers an excellent 
compensation and benefits package and is part 
of Saint Luke’s Health System, a prominent 11 
hospital not for profit health system based in 
Kansas City. All inquiries are confidential. 

Classifieds
Please email your CV and  
letter of interest to:

Sreeni Jonnalagadda, MD, FASGE
Professor of Medicine, UMKC
Section Chief, Gastroenterology, SLH
Director of Interventional Endoscopy, SLH
ssj@saint-lukes.org
Phone: 816-932-6916

Mick Allison 
Director of Physician Recruitment and Retention
Saint Luke’s Health System
mallison@saint-lukes.org
Phone: 816-502-8865

NORTH CAROLINA
•  Advanced endoscopy position (therapeutic ERCP or combination ERCP/EUS 

training desired)

• Two-year partnership track 

• Charlotte, North Carolina

• Endoscopy center plus ancillaries

• Private practice

• 1 in 8 weekend, 1 in 11 night call

We are seeking a gastroenterologist proficient in advanced endoscopy to join 
our well-respected GI practice of 18 physicians. The current need is about 
25% advanced endoscopy and 75% general gastroenterology with flexibility to 
create your desired practice.

We offer an excellent starting salary and comprehensive benefits. We have an 
established track record of employed physicians becoming partner. Partnership 

benefits include participation in four endoscopy centers plus ancillaries 
including pathology, infusion and research.  

The ideal candidate should have strong clinical, endoscopic and interpersonal 
skills. Candidates of all experience levels including private practice, academia 
and fellows are encouraged to apply.

The Charlotte-Metro area ranks 23rd in the United States with a population of 
approximately 2.5 million people. The city is a major U.S. financial center with 
Bank of America headquartered in the city.

Charlotte is home to the Carolina Panthers, the Charlotte Hornets, NASCAR, 
and the U.S. Whitewater Center. This family oriented city offers an array 
of public and private schools as well as public and private universities. 
Charlotte is four hours from the Atlantic coast and two hours from the 
mountains, giving you plenty of opportunity for outdoor activities. With a 
strong Arts & Science Council, you are also able to enjoy our many youth and 
adult museums and theaters.

Please send your CV to our HR department at physician.recruitment@
charlottegastro.com.

NORTH CAROLINA
•  Hospital-based GI position requiring inpatient 

consults and procedures

•  Quality ERCP experience is desired but not 
mandatory

•  No general after-hours (night) call; shared 
holiday and weekend call with 2 compensatory 
weekdays off

•  Hours M-F between 8am-5pm; full-time and/or 
part-time opportunities available

•  Physician extenders to assist with admissions/
consults, rounding and ER call

• Six-weeks vacation/mtg

• Competitive compensation package

• Charlotte, North Carolina

• Private practice

We are seeking an excellent BC/BE 
gastroenterologist to join our well-respected GI 
practice of 18 physicians as a hospital-based 
gastroenterologist.  

Charlotte Gastroenterology & Hepatology is a 

25 provider private medical practice with 18 
physicians and 6 mid-level providers. We have 
six offices throughout the Charlotte area, four 
endoscopy centers, infusion and research. Our 
practice specializes in adult gastroenterology, 
gastrointestinal endoscopy, ERCP, EUS, GI Research 
and liver disease. 

The ideal candidate shares our vision and desire to 
remain the provider of choice for GI services in the 
Charlotte region. 

Please send your CV to our HR department at 
physician.recruitment@charlottegastro.com.

INTERESTED IN PLACING AN AD IN OUR CLASSIFIEDS?
Contact Rachel Steigerwald at rsteigerwald@gastro.org or call 301-272-1603.
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NEW ADVANCES FOR COMMON CLINICAL PROBLEMS

Evidence That Will  
Change Your Practice:

125-080EDU_14-6

FIND MORE CLUES AT  
www.gastro.org/pgcourse.

Join your colleagues in Washington, DC to hear world-renowned experts present new 
medical evidence for six major areas of the GI tract. Discover need-to-know information 
and analyze data during a variety of interactive sessions.  

New for 2015: AGA young GI members can register for the course at a discounted rate.

Saturday, May 16 
8:15 a.m.–5:30 p.m.

Sunday, May 17 
8:30 a.m.–12:35 p.m.

125-080EDU_14-6 2015 SPGC Campaign Ad_Perspectives.indd   1 12/22/14   5:19 PM
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Apply online at www.gastro.org/foundation.

The AGA Research Foundation will award $1.5 million in research 
funding to support investigators in gastroenterology and hepatology.

Research Funding Opportunities

750-050RSH_14-8

n  AGA Investing in the Future Student Research Fellowship* ($5,000): Feb. 6, 2015

n  AGA/AGA-Eli & Edythe Broad Student Research Fellowships ($2,500-$3,000): Feb. 13, 2015

n  AGA & AGA-GRG Fellow Travel Awards and Abstract of the Year ($500-$1,000): Feb. 27, 2015

n  AGA-Moti L. & Kamla Rustgi International Travel Awards ($750): March 6, 2015

n  AGA Student Abstract Prizes ($500-$1,000): March 6, 2015

n  AGA-CCFA-Janssen Biotech Research Grant in Inflammatory Bowel Diseases  
Epigenetic Research ($300,000): March 15, 2015

* This award is supported by the National Institute of Diabetes and Digestive and Kidney Diseases (R25DK096968).

750-050RSH_14-8 Research Awards ad Update_Perspectives.indd   1 12/22/14   5:26 PM
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