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Letter
F R O M  T H E  E D I T O R

Bryson W. Katona is instructor of medicine in the division of 
gastroenterology at the University of Pennsylvania.

Dear Colleagues,

With the start of a new academic 

year, on behalf of the AGA and The 

New Gastroenterologist, I want to 

congratulate all of the new fellows 

beginning their GI fellowships, as 

well as those graduating fellows who 

are embarking on their first jobs. It is 

certainly an exciting time of the year!

In this second issue of The New 

Gastroenterologist, we focus on the 

field of IBD, which continues to 

advance rapidly with an ever-grow-

ing number of therapeutic options. 

Given the rapid pace of change, it 

is important to stay on top of the 

critical studies in the field, as well 

as the currently approved medica-

tions and their dosing schedules for 

both Crohn’s disease and ulcerative 

colitis. To review the current state of 

biologic therapy in IBD, Dejan Micic, 

Andes Yarur, and David Rubin from 

The University of Chicago have put 

together a fantastic, concise, and 

high-yield overview.  Furthermore, 

in a new feature in this issue, former 

AGA president and current professor 

at Yale, Loren Laine, gives an insight-

ful interview where he shares some 

of his experiences as well as advice 

for achieving a successful career in 

GI. Also included in this issue of The 

New Gastroenterologist is a perspec-

tive on pursuing a transplant hepa-

tology fellowship by Jennifer Lai at 

the University of California, San Fran-

cisco; coverage of Dawn Provenzale’s 

(Duke University) session at DDW®

on time management and work-life 

balance; also from this past DDW®, a 

fantastic blog of a politically geared 

session by Gaurav Singhvi from 

UCLA; as well as a primer on the 

important aspects of obtaining and 

maintaining a life insurance policy.

As always, there are many other 

great resources in this issue of The 

New Gastroenterologist which I en-

courage you to explore.  Additionally, 

if you would prefer to read The New 

Gastroenterologist “on-the-go,” please 

download our free app from iTunes, 

Google Play, and Amazon. Finally, as 

this publication continues to develop, 

please e-mail me at bryson.katona@

uphs.upenn.edu or Erin Dubnansky 

at edubnansky@gastro.org if you 

have any comments about this issue 

or ideas for future issues of The New 

Gastroenterologist.

Sincerely, 

Bryson W. Katona, M.D., Ph.D. 

Editor-in-Chief

Correction
In Table 3 on page 11 of the Spring 2015 issue, for Genotype 1b, the Treatment Duration 

for Regimen 1 should be 12 weeks or 8 weeks if RNA < 6 million IU/mL. 
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IN  TH IS  ISSUE

QUESTIONS // Answers on page 22

Q1: A 19-year-old man who un-

derwent a Fontan procedure at 

6 years old presents with pro-

gressive edema, ascites, chronic 

diarrhea, and malnutrition. His 

albumin is 1.7 g/dL and his fecal 

alpha-1-antitrypsin clearance is 

486 mg per 100 mL (normal, < 

27 mg per 100 mL), consistent 

with protein-losing enteropathy.

The following therapies have 

been reported to be helpful in 

reducing the severity of the con-

dition, except:

A. Heparin

B. Liver transplant

C. Octreotide

D. Medium-chain triglycerides

E. Budesonide

Q2: A 47-year-old man presents 

to the emergency room with 

new-onset bloody diarrhea, 

abdominal pain, and cough. He 

has a history of plaque psori-

asis, and was recently started 

on etanercept upon returning 

from military duty overseas. On 

exam, his temperature is 38.8oC, 

he has a diffuse petechial rash, 

and bilateral wheezing. CBC 

reveals a leukocyte count of 

13,000 with a normal differen-

tial, chest x-ray shows bilateral 

infiltrates, and abdominal CT 

reveals nonspecific thickening 

of the ascending colon. He is 

admitted to the hospital, and 

broad-spectrum antibiotics are 

initiated.

Which therapy is most likely to 

be helpful?

A. Albendazole

B. Nitazoxanide

C. Ivermectin

D. Paromomycin

E. Praziquantel

For more information about DDSEP© visit gastro.org/ddsep
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CLINICAL CHALLENGES 

AND IMAGES

What’s Your Diagnosis?
An uncommon cause of recurrent duodenal intussusception

A
49-year-old woman was admitted to our hospi-

tal with a 1-year history of intermittent black 

stool and epigastric pain. She occasionally ex-

perienced itchy skin and yellow sclera. Physical 

examination was unremarkable. Except for the 

decrease of hemoglobin values down to 76 g/L, 

all other laboratory values were within the normal lim-

its. Endoscopy before admission showed a long, friable, 

ulcerated, pedicle-like structure with granular surface on 

the distal end, extending from the duodenal bulb into the 

second part of duodenum (Figure A). Axial computed to-

mography (CT) done 2 months previously showed a prox-

imal jejunal mass and on the next day contrast-enhanced 

CT showed a mass in the second portion of duodenum, 

suggesting duodenal intussusception and spontaneous 

resolution (Figures B, C). Subsequent abdominal CT on 

admission revealed a duodenal hypodense mass with 

intussusception involving the duodenum and proximal 

jejunum (Figure D). No adenopathy, ascites, or other mass 

lesions were noted. n

What is the diagnosis?

Dr. Zhao is in the department of internal medicine, and Dr. Li 

and Dr. Cao are in the department of radiology at the First 

Hospital of Jilin University, Changchun, China.

Published previously in Gastroenterology (2014;146:e10-e11)

By Huiying Zhao, M.D., Ye Li, M.D., and Dianbo Cao, M.D.

See The Answer on page 18
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AGA NEWS

News from the AGA

Introducing AGA’s 

New Strategic Plan

AGA has a new Strategic Plan to mobilize 

the resources of our organization to fulfill 

our mission of advancing the science and 

practice of gastroenterology.

“AGA, at our heart, is a learning organi-

zation. This new strategic plan will lead 

us to new discoveries in GI science, new 

tools to improve patient care, new ways to 

educate ourselves and the gastroenterolo-

gists of the future. Together we will shape 

a bright future for gastroenterology and 

our patients,” says John I. Allen, M.D., MBA, 

AGAF, outgoing president, AGA Institute.

In 1897, a group of physicians started the AGA to make a 

difference in the lives of their colleagues and their patients. 

Since that time, AGA has been the driving force behind 

advances that matter in gastroenterology and hepatology 

research and practice. We have made stag-

gering scientific discoveries and applied 

them to improve patient care. However, we 

still have so much more to learn, and that’s 

why the AGA Strategic Plan matters.

Read the plan online at www.gastro.org/

about.

Two words describe each of the three 

fundamental AGA areas as illustrated in the 

triangular portion of the plan. For example, 

practice and quality were paired intention-

ally to emphasize their close connection 

and the AGA’s increasing commitment to in-

creasing the “value” (defined as quality per 

unit cost) of our GI and liver care. Research 

is critical to our advancing science, but 

needs to be coupled with AGA’s commit-

ment to promote innovation in medical device and therapeutic 

advances, through the AGA Center for GI Innovation and Tech-

nology and the AGA Center for Diagnostics and Therapeutics. 

Finally, education must be paired with training our physician 

and provider workforce in new and emerging technologies. n

The SGR is Repealed. Now What?

The physician community secured a huge victory in April when Con-

gress finally passed legislation to repeal the broken sustainable growth 

rate (SGR) formula, which set reimbursement for physicians under 

Medicare. For years, the entire physician community has been advocat-

ing that Congress repeal the broken, outdated formula since it didn’t 

accurately reflect the costs of providing care to Medicare beneficiaries.

Like most major pieces of legislation, the real work will come 

during implementation. Our work will continue during the regulation 

and comment period. We know that we have our work cut out for us, 

but we are confident that AGA has the foundation in place to ensure 

that our members have the tools they need to survive and thrive in a 

value-based world. We will continue to work to ensure that the tran-

sition to a value-based world is as seamless as possible. n

AGA Institute co-executive vice president, Lynn P. Robinson, JD, was honored to represent AGA at a historic and awe-inspiring 

ceremony in the White House Rose Garden to celebrate the signing of the SGR repeal legislation. 
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AGA NEWS

Special Issue of 

Gastroenterology Focuses 

on Food, the Immune 

System, and GI Tract

Each May, Gastroenterolo-

gy publishes a special 13th is-

sue that examines a major topic 

that impacts the science and 

practice of gastroenterology 

from a variety of perspectives. 

This year’s issue, “Food, the 

Immune System, and the Gas-

trointestinal Tract,” reviews the 

latest research in how food and 

nutritional elements influence health and disease.

In conjunction with Editor-in-Chief Bishr Omary, 

Ph.D., M.D., the 13th issue was developed by expert 

Associate Editors Douglas A. Corley, M.D., Ph.D., and 

Detlef Schuppan, M.D., Ph.D., from Harvard Medi-

cal School in Boston, and the University of Mainz 

Medical Center in Mainz, Germany. Drs. Corley 

and Schuppan collaborated with internationally 

renowned authorities in their respective fields to 

create a comprehensive issue covering the immu-

nology, biological mechanisms, and latest clinical 

study findings related to the health effects of food 

and food-related diseases.

The issue is divided into eight main topics:

• Food and the microbiome

• Food allergies

• Eosinophilic esophagitis

•  Food and functional bowel disease

•  The clinical spectrum and management of celiac 

disease

•  Nonceliac gluten and wheat sensitivity

• How the brain responds to nutrients

• Nutrients and GI malignancies

The editors hope this special issue will inform 

future research by identifying gaps in knowledge, 

while providing both patients and clinicians with 

evidence-based summaries and clinical recom-

mendations on the interactions of food and the GI 

tract. Access this special issue by visiting www.gas-

trojournal.org. n

Interested in Technology and 

Innovation?

In March 2015, AGA convened thought leaders for a two-day 

meeting on the latest innovations and breakthrough technolo-

gies in GI.

Hot topics at the meeting included:

•  An overview of new technologies intro-

duced in the GI medtech market in 2014.

•  Insight into how 3-D printing has the 

potential to change GI care (hint: made-to-

order livers).

•  Commentary on new obesity treatments, 

mobile technologies, and behavioral eco-

nomics.

•  Questions to consider when purchasing 

new technologies.

•  AGA’s partnership with FDA, focused on bringing new devices 

to market.

View AGA Tech Summit meeting coverage on GI & Hepatology 

News (http://www.gihepnews.com/aga-meetings/aga-tech-

summit/conference-coverage.html) or watch video interviews 

from the meeting on AGA’s YouTube channel: www.youtube.

com/AmerGastroAssn. 

Save the date: The 2016 AGA Tech Summit will take place 

March 31 and April 1, 2016, in Boston. n

New AGA Guideline: 

Recommendations for  

Changes in Management of 

Pancreatic Cysts

A new AGA guideline provides direction to GIs and their pa-

tients with incidental pancreatic cysts identified during abdomi-

nal imaging. The guideline recommends that most patients with 

asymptomatic pancreatic cysts should be conservatively moni-

tored with a longer surveillance period and more consideration 

of risks and benefits before moving to surgery. 

To view this guideline, as well as the accompanying technical 

review and clinical decision tool, visit www.gastro.org 

/guidelines. n
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AGA OUTLOOK

Aug. 7-9, 2015
GI Outlook (GO) 2015 

“The Practice Management Conference”

Get the tools and knowledge needed to navigate the com-

plexities of today’s changing health care environment.

Chicago, IL

Aug. 14-16, 2015
Principles of Gastroenterology for the 

Nurse Practitioner and Physician Assistant

Hear from the experts as they provide you with informa-

tion necessary to treat patients in both office and hospital 

settings. Receive in-depth instruction on many GI topics.

Chicago, IL

Aug. 28, 2015
10th Postgraduate Course on Gastrointestinal  

Motility and Neurogastroenterology in Clinical Practice

Examine new technologies and medical and nonmedical 

therapies being utilized to evaluate and treat patients with 

GI motility and functional GI disorders.

Chicago, IL

AGA-Takeda Pharmaceuticals International Research 

Scholar Award in Neurogastroenterology

Deadline: August 14, 2015

AGA-Takeda Pharmaceuticals International Research 

Scholar Award in Gut Microbiome Research

Deadline: August 14, 2015

AGA-R. Robert and Sally Funderburg

Research Award in Gastric Cancer

Deadline: August 21, 2015

Research Scholar Award

Deadline: September 25, 2015

AGA Outlook
For more information about upcoming events and awards deadlines, please visit gastro.org.

Upcoming AGA Events 

Awards Application Deadlines 

Aug. 29-30, 2015
2015 James W. Freston Conference – A Renaissance in 

the Understanding and Management of IBS

Explore the latest research related to the  

etiology and pathophysiology of IBS.

Chicago, IL 

Funded by the Takeda Endowment

Oct. 1, 2015
Gastroenterology Quarterly Update: October 2015

Listen to an audio conference timed with quarterly release 

of the CCI edits. 

McVey Associates Teleconference –  

McVey Associates in collaboration with AGA

Oct. 24-28, 2015
UEG Week 2015

Attend the prestigious GI meeting in Europe  

for digestive disease professionals.

Barcelona, Spain

Nov. 10, 2015
GI Boards
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SNAPSHOTS FROM THE 

AGA JOURNALS

Snapshots from the AGA Journals

Capsule Colonoscopy Has Improved, But Limitations Persist

Dr. Jeffrey Lee, MAS, is assistant clinical professor of medicine in 
the division of gastroenterology at the University of California, San 
Francisco. He has no con�icts of interest.

I
n the United States, colonoscopy 

is the primary screening test for 

colorectal cancer. However, because 

of issues with colonoscopy uptake, 

costs, and the small but finite risk 

of complications, the concept of a 

relatively noninvasive structural ex-

amination of the colon that can detect 

colorectal neoplasia is appealing to 

both patients and physicians. Although 

capsule colonoscopy has emerged as a 

potential noninvasive tool for examin-

ing the entire colon, there are limited 

data on its accuracy for detecting con-

ventional adenomas or sessile serrated 

polyps, particularly in an average-risk 

screening population.

In the May issue of Gastroenterolo-

gy, Dr. Rex and colleagues report their 

results from a large, multicenter, pro-

spective study evaluating the new sec-

ond-generation capsule colonoscopy 

(PillCam COLON 2, Given Imaging) for 

detecting colorectal neoplasia in an av-

erage-risk screening population. Using 

optical colonoscopy as the reference 

standard, the capsule colonoscopy per-

formed well for detecting conventional 

adenomas 6 mm or larger with a sensi-

tivity and specificity of 88% and 82%, 

respectively. In addition, the sensitivity 

and specificity of capsule colonoscopy 

for conventional adenomas 10 mm or 

larger were 92% and 95%, respective-

ly. However, despite the high perfor-

mance characteristics for detection of 

conventional adenomas, the capsule 

colonoscopy had limited accuracy 

for detecting sessile serrated polyps 

10 mm or larger, with a sensitivity of 

33%. Furthermore, nearly 10% of the 

enrolled subjects were excluded from 

the analysis because of poor bowel 

preparation and rapid transit time. 

These issues aside, the Rex study 

provides important information about 

alternative screening modalities for 

detection of colorectal neoplasia, 

particularly for gastroenterologists 

who may be hesitant or unwilling to 

perform an optical colonoscopy in 

high-risk patients with significant co-

morbidities or in patients who had an 

incomplete colonoscopy. n

Key clinical point: Despite im-

provements in second-generation 

capsules, colonoscopy remains the 

gold standard for colorectal adeno-

ma detection.

Major finding: Compared with con-

ventional colonoscopy, the capsule 

showed 88% sensitivity and 82% 

specificity for detecting adenomas 

of at least 6 mm in subjects who 

had them. 

Data source: Prospective, multi-

center, single-blinded comparison of 

capsule and conventional colonos-

copy in 884 asymptomatic subjects.

Disclosures: Given Imaging makes 

the capsule technology, funded the 

study, and paid consulting or other 

fees to Dr. Rex and six coauthors. 

The other authors reported no rele-

vant conflicts of interest.

Commentary

May Gastroenterology [doi:10.1053/j.gastro.2015.01.025]
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SNAPSHOTS FROM THE 

AGA JOURNALS

Two-Way Link Found Between IBD and Cervical Cancer

Dr. Edward V. Loftus Jr., AGAF, is professor of medicine and direc-
tor of the in�ammatory bowel disease interest group, division of 
gastroenterology and hepatology, at the Mayo Clinic, Rochester, 
Minn. He has consulted for and received research support from 
UCB, AbbVie, and Janssen. 

T
he possibility that intraepithe-

lial neoplasia or dysplasia of 

the uterine cervix might occur 

more frequently in women 

with inflammatory bowel dis-

ease (IBD) was raised almost 

10 years ago. It stands to reason that 

some women with Crohn’s disease or 

ulcerative colitis might be at increased 

risk of cervical dysplasia – after all, the 

primary driver of cervical neoplasia is 

infection with human papillomavirus, 

many patients with IBD are on drugs 

that suppress the immune system, and 

other immunosuppressive states (for 

example, HIV infection, post organ 

transplant) have been associated with 

higher rates of cervical dysplasia and 

cancer. However, the results of studies 

on this question have been conflicting. 

These researchers from the Statens 

Serum Institut in Copenhagen have 

harnessed the power of the nationwide 

Danish medical informatics system to 

answer many epidemiologic questions 

about various aspects of IBD. The re-

searchers identified a cohort of more 

than 18,000 women with ulcerative 

colitis, more than 8,000 women with 

Crohn’s, and more than 1.5 million 

women with neither, and “followed” 

them through a pathology registry for 

cervical dysplasia and through a cancer 

registry for cervical cancer. Access to a 

prescription registry allowed stratifi-

cation of risk based on medication use. 

Careful review of the methods section 

of the paper suggests that this study 

was well designed and executed.

Women with ulcerative colitis were 

about 15% more likely than controls to 

develop dysplasia, but the cancer risk 

was not increased. Women with Crohn’s 

disease were about 25% more likely to 

develop dysplasia relative to controls and 

more than 50% more likely to develop 

cervical cancer. There were no signifi-

cant differences in neoplasia risk when 

stratified by medication use, although 

there were trends toward increased 

risk of high-grade cervical dysplasia in 

women with Crohn’s disease who were 

prescribed azathioprine or anti–tumor 

necrosis factor agents. Interestingly, the 

risk of cervical neoplasia was elevated in 

women well before the diagnosis of IBD.

The study confirms that there is an 

elevated risk of cervical dysplasia and 

cancer among women with IBD, and 

that the risk seems slightly higher in 

those with Crohn’s disease. The finding 

of the increased risk of neoplasia well 

before the diagnosis of IBD suggests 

that perhaps a relative state of immu-

nosuppression exists in patients who 

are ultimately diagnosed with IBD. In 

some respects, I found this to be the 

most intriguing aspect of the paper, and 

it needs to be explored further in both 

prospective and retrospective studies. n

Key clinical point: Inflammatory 

bowel disease – particularly Crohn’s 

disease – might increase risk of cer-

vical cancer.

Major finding: Women with 

Crohn’s disease had an estimated 

53% increase in risk of developing 

cervical cancer, compared with 

controls.

Data source: Population-based 

cohort study of 27,408 women with 

inflammatory bowel disease and 

1,508,334 controls.

Disclosures: The study was funded 

in part by the Danish Council of 

Independent Research. The investi-

gators reported having no relevant 

financial disclosures.

Commentary

April Clinical Gastroenterology and Hepatology [doi:10.1016/j.cgh.2014.07.036]
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SNAPSHOTS FROM THE 

AGA JOURNALS

Oxidized Low-Density Lipoprotein Predicted Chronic HCV 

Interferon Response

Dr. Markus von Schaewen and Dr. Alexander Ploss are in the department of molecular bi-
ology, Princeton University, N.J. They have no con�icts of interest.

D
espite the fact that significant 

advances in the treatment of 

hepatitis C have been made, 

it is still a major global health 

burden. In order to follow up 

on their previous observation 

that oxLDL acts as a hepatitis C virus 

(HCV) entry inhibitor by disrupting the 

interaction between HCV and one of its 

entry factors, scavenger receptor type 

B class I (SR-BI), Dr. Solbach and his 

associates analyzed the oxLDL levels 

of 379 patients from the INDIV-2 study 

chronically infected with HCV geno-

type 1. The authors demonstrated that 

baseline oxLDL serum levels were an 

independent predictor of a sustained 

virologic response in interferon-based 

treatment regimens and that LDL is a 

sufficient surrogate marker. 

Clinicians, especially in re-

source-limited environments, may 

take oxLDL or LDL serum levels into 

consideration for treatment decisions, 

although these predictors are unlikely 

to broadly affect treatment decisions 

in real-world settings. The significance 

of this study lies more in adding to our 

understanding of the pathophysiology 

of HCV. The data presented here indi-

cate that the observed effect of oxLDL 

is possibly due to an oxLDL-mediated 

inhibition of HCV cell-to-cell spread. 

Taken together with their previous 

observation that oxLDL interferes with 

the interaction of HCV and its entry 

factor SR-BI, the authors provide ad-

ditional evidence that SR-BI may be 

needed for cell-to-cell spread of HCV 

and might thereby have implications 

for the further development of HCV 

entry inhibitors. n

Key clinical point: Oxidized 

low-density lipoprotein prevent-

ed hepatitis C virus from entering 

hepatocytes and predicted inter-

feron-based treatment response 

among patients with chronic HCV 

infection.

Major finding: Serum oxLDL levels 

independently predicted SVR after 

treatment with pegylated interfer-

on/ribavirin (P < .001).

Data source: In vivo study of 379 

patients with chronic genotype 1 

HCV infection, and in vitro study of 

HCV replication in hepatoma cells.

Disclosures: The Germany Center 

for Infection Research partially 

funded the study. Five coauthors 

reported having served as clinical 

researchers, consultants, or speak-

ers for MSD/Merck and Roche. The 

other authors reported no relevant 

conflicts of interest.

Commentary

May Cellular and Molecular Gastroenterology and Hepatology [doi:10.1016/j.jcmgh.2015.03.002]
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 By Dejan Micic, M.D., Andres J. Yarur, M.D., and David T. Rubin, M.D. 

 Dr. Micic, Dr. Yarur, and Dr. Rubin are at The University of Chicago Medicine 
In�ammatory Bowel Disease Center. Dr. Rubin has received consultant and  

grant support from AbbVie, Janssen, UCB, Takeda, Amgen, P�zer, 
Genentech, and Prometheus Labs. 
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T
he inflammatory bowel diseas-

es (IBD) can be classified into 

two main entities, Crohn’s dis-

ease (CD) and ulcerative colitis 

(UC). They are generally char-

acterized by a relapsing-remit-

ting course requiring frequent use of 

immunosuppressant medications and 

surgical interventions for complicated 

or intractable disease (1). In UC, acute 

and chronic inflammation confined 

exclusively to the mucosa of the col-

orectum is the hallmark of the disease. 

In CD, the clinical course may include 

the development of stricturing disease, 

fistulous tracks, and intra-abdominal 

infections. Although the pathogenesis 

of IBD is not well understood, the 

current premise is that defects in the 

immune system allow for aberrant 

immune responses to intraluminal an-

tigens, which ultimately lead to bowel 

damage (2).  

Historically, a step-up approach to 

medical care has included the use of 

aminosalicylate derivatives, cortico-

steroids, methotrexate, thiopurines, 

and biologic agents with separate 

goals of an induction of clinical re-

mission and maintenance of disease 

control. Some of the conventional 

nonbiologic therapies have resulted in 

symptomatic improvements, but have 

failed to improve long-term outcomes 

or induce mucosal healing (3). There-

fore, current treatment algorithms 

and proposed goals of treatment in-

clude the earlier use of biologic ther-

apies with a new focus on objective 

treatment responses (4). Particularly 

among patients with a high risk of 

disease progression (disease pheno-

type, young age at diagnosis, severe 

endoscopic lesions, disease requiring 

surgical therapy), biologic therapy is 

advocated early in the disease course 

in order to alter the natural history of 

the disease process.   

 

Anti-TNF biologic therapies for CD 

The advent of biologic therapies has 

revolutionized treatment strategies 

and endpoints with demonstrated 

effectiveness in the induction and 

maintenance of clinical and endo-

scopic disease activity. Currently, 

three anti–tumor necrosis factor 

(TNF) agents have been approved 

by the FDA for the treatment of 

CD: infliximab, adalimumab, and 

certolizumab pegol. Infliximab is a 

chimeric monoclonal IgG1 antibody 

that was the first biologic therapy 

approved for use by the FDA for 

IBD in 1998. The ACCENT I and 

ACCENT II trials initially demon-

strated that scheduled maintenance 

therapy with infliximab is superior 

to episodic therapy to maintain 

response and remission in both 

luminal and fistulizing CD (2, 5, 6). 

In the ACCENT I trial, 573 patients 

with active CD were randomized 

to infliximab-loading infusions and 

then every 8 weeks in comparison to 

placebo with a co-primary endpoint 

of response at week 2 and clinical 

remission at week 30. At week 30, 

39% of patients receiving 5 mg/kg 

infliximab and 45% of patients re-

ceiving 10 mg/kg infliximab were in 

clinical remission compared to 21% 

receiving placebo (P = .003 and P = 

.0002, respectively) (5). Similarly, 

the ACCENT II trial extended the re-

sults of maintenance therapy to fist-

ulizing CD, demonstrating that 36% 

of patients receiving maintenance 

infusions of infliximab had the ab-

sence of draining fistulas at week 54 

compared to 19% of patients receiv-

ing placebo (P = 0.009) (6).  

Adalimumab is a fully human 

recombinant IgG1 monoclonal an-

tibody also approved for the treat-

ment of CD (2). In the CLASSIC I 

trial, 299 patients with moderate 

to severe CD were randomized to 

subcutaneous adalimumab at weeks 

0 and 2 with a primary endpoint of 

clinical remission at week 4. The 

rate of clinical remission was 36% 

in those receiving adalimumab com-

pared to 12% in the placebo group 

(P = .001) (7). The CLASSIC II study 

demonstrated the effectiveness of 

adalimumab as a maintenance ther-

apy as patients who received weekly 

or every-other-week adalimumab 

had higher rates of remission at 

week 56 (83% and 79%, respective-

ly) compared to 44% for placebo (P

< .05 for both comparisons) (8).  

Certolizumab pegol is a pegylated 

humanized antigen binding frag-

ment (Fab) that binds TNF and is 

also administered subcutaneously 

(2). The phase III studies evaluating 

certolizumab pegol use for induction 

and maintenance in moderate to 

severe CD included PRECISE-I and 

PRECISE-II. In PRECISE-I, 662 adults 

were randomized to certolizumab 

pegol or placebo with a primary end-

point of induction of a response. At 

week 6, the response rate was 35% 

in those receiving certolizumab pegol 

and 27% in the placebo group, al-

though rates of clinical remission did 

not differ significantly (P = .17) (9). 

Among those with a clinical response 

at week 6, the PRECISE-II study eval-

uated the efficacy of certolizumab 

pegol administered every 4 weeks as 

a maintenance therapy. At week 26, 

63% of those receiving certolizumab 

pegol maintained clinical response as 

compared to 34% of those receiving 

placebo (P < .001) (10).  

Given the success rates achieved 

with biologic therapies, but the rela-
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tively high rate of loss of response, a 

primary aim is to optimize long-last-

ing effectiveness (11, 12). The 

demonstration of a decreased rate 

of immunogenicity to biologic thera-

pies when used in combination with 

immunomodulators led to the use of 

early combined immunosuppression. 

The landmark SONIC trial randomized 

508 patients with moderate to severe 

CD to infliximab monotherapy, aza-

thioprine monotherapy or combined 

immunosuppression. With a primary 

outcome of corticosteroid-free re-

mission at 26 weeks, the endpoint 

was met in 56.8% randomized to 

combination therapy, 44.4% receiving 

infliximab alone, and 30% receiving 

azathioprine alone (P < .001 for com-

parison with combination therapy and 

P = .006 for comparison with inflix-

imab). Furthermore, mucosal healing 

occurred at week 26 in 43.9% in the 

combination therapy group, 30.1% in 

the infliximab monotherapy arm, and 

16.5% receiving azathioprine (13).  

Anti-TNF biologic therapies for UC 

There are three anti-TNF agents ap-

proved for the treatment of moderately 

to severely active UC: infliximab, adali-

mumab, and golimumab. In the initial 

studies looking at the efficacy of inflix-

imab for induction and maintenance 

of remission in UC (ACT-1 and ACT-2), 

patients with UC were randomized to 

infliximab loading and 8-week mainte-

nance therapy compared to placebo for 

46 weeks (ACT-1) or 22 weeks (ACT-2). 

Clinical response at week 8 was higher 

in those receiving 5 mg/kg infliximab 

(69%) and 10 mg/kg infliximab (61%) 

compared to 37% of patients receiving 

placebo (P < .001 for both compari-

sons). In the ACT-2 trial, 64%-69% of 

patients receiving infliximab achieved 

clinical response at week 8 compared 

to 29% receiving placebo (P < .001 for 

both comparisons) (14).  

Adalimumab was also evaluated for 

moderately to severely active UC in 

494 patients in a phase III 52-week 

placebo-controlled trial (ULTRA 1 

and 2). Adalimumab loading doses 

were administered and therapy was 

continued every other week be-

ginning at week 4. Rates of clinical 

remission at week 8 were 16.5% on 

adalimumab therapy and 9.3% on 

placebo (P = .019). When assessing 

patients not previously exposed to 

anti-TNF therapy, remission rates at 

week 8 were 21.3% on adalimumab 

and 11% on placebo (P = .017) (15).  

The most recently approved an-

ti-TNF agent in the United States for 

moderate to severe UC is golimumab. 

The phase III (PURSUIT-SC) study 

included 1,064 patients and com-

pared varying induction doses to 

placebo. Clinical response at week 6 

was achieved by 51% in the group 

randomized to 200 mg/100 mg and 

54.9% of patients randomized to the 

400 mg/200 mg dose, compared with 

only 30.3% in the group random-

ized to placebo (P < .0001 for both 

comparisons) (16). In the follow-up 

PURSUIT-M study, patients that ini-

tially achieved response to induction 

therapy were randomized to 50 mg or 

100 mg golimumab every 4 weeks or 

placebo through week 52. Clinical re-

sponse was maintained through week 

52 in 47%-49.7% of those receiving 

golimumab compared to 31.2% 

among those receiving placebo (P < 

0.01 for both comparisons) (17). 

Table

1
FDA APPROVED BIOLOGIC THERAPIES FOR IBD

Table

1

Maintenance

(w)

every 8

every 2

every 4

every 4

every 4

every 8

Loading

(w)

0,2,6

0*,2*

0,2,4

0*,2

0

0,2,6

Dose

5 mg/kg

40 mg

400 mg

100 mg

300 mg

300 mg

Route of

Administration

IV

SQ

SQ

SQ

IV

IV

Approved

Condition

CD/UC

CD/UC

CD

UC

CD

CD/UC

Medication

In­iximab

Adalimumab

Certolizumab pegol

Golimumab

Natalizumab

Vedolizumab

CD: Crohn's disease; IV: intravenous; SQ: subcutaneous; UC: Ulcerative colitis; w: week

*Loading requires dose increase 

The landmark SONIC trial randomized 508 

patients with moderate to severe CD to in�iximab 

monotherapy, azathioprine monotherapy or combined 

immunosuppression.



SUMMER 2015 GIHEPNEWS.COM  //  15

Similar to CD, combination therapy 

with infliximab and azathioprine was 

compared to monotherapy with ei-

ther agent in a 16-week randomized 

controlled trial (UC SUCCESS). The 

primary endpoint of the study was 

corticosteroid-free remission at weeks 

8 and 16. Corticosteroid-free remission 

at week 16 was achieved by 39.7% 

of patients receiving combination 

therapy, compared to 22.1% receiv-

ing monotherapy with infliximab and 

23.7% receiving azathioprine alone 

(P = .017 and P = .032, respectively). 

Mucosal healing at week 16 was statis-

tically significantly higher in those re-

ceiving combination therapy (62.8%) 

compared to monotherapy with azathi-

oprine (36.8%) and numerically higher 

compared to those receiving mono-

therapy with infliximab (54.6%) (18). 

Anti-integrin biologic therapy for 

CD and UC 

While most of the approved bio-

logic therapies for IBD target TNF, 

another class of available agents 

target leukocyte trafficking from the 

endothelium to the bowel. The first 

anti-integrin therapy approved for 

CD was natalizumab, a humanized 

IgG4 monoclonal antibody to alpha4 

integrin that blocks the adhesion 

and subsequent leukocyte migration 

across the endothelium (2). The effi-

cacy of natalizumab as an induction 

and maintenance therapy for CD was 

published together in two phase III 

clinical trials, ENACT-1 and ENACT-2. 

In ENACT-1, 905 patients were ran-

domized to receive natalizumab or 

placebo. At 10 weeks, natalizumab 

and placebo had similar rates of 

response (56% and 49%, respec-

tively) and clinical remission (37% 

and 30%, respectively) (P = .05 and 

P = .12, respectively) (19). When 

continued in ENACT-2, 339 patients 

that had a response to natalizumab 

in the first trial were reassigned to 

natalizumab or placebo with a prima-

ry outcome of a sustained response 

through week 36. Continuing natal-

izumab led to a higher rate of sus-

tained response compared to placebo 

(61% vs. 28%) (P < .001) (19). A 

subgroup analysis of patients with an 

elevated C-reactive protein demon-

strated 10-week clinical response in 

58% of the natalizumab-treated pa-

tients and 48% of the patients in the 

placebo arm in ENACT-1 (19). This 

finding led to the publication of the 

ENCORE trial randomizing patients 

with moderately to severely active 

CD and an elevated C-reactive protein 

to natalizumab or placebo. An induc-

tion of response occurred in 48% of 

the natalizumab treated patients and 

32% of the placebo treated patients 

(P < .001), ultimately leading to the 

approval of natalizumab (20). 

Given the highlighted risk of pro-

gressive multifocal leukoencepha-

lopathy (PML) with natalizumab, 

the development of gut selective 

therapy for both CD and UC has led 

to the development of vedolizumab, 

a humanized monoclonal antibody 

against the alpha4-beta7 integrin. 

The phase III trial (GEMINI II) in-

cluded patients with active CD. At 

a 52-week endpoint, among those 

patients who achieved a clinical 

Dr. David T. Rubin
COURTESY UNIVERSITY OF CHICAGO
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response 6 weeks after the initia-

tion of therapy, 39% randomized to 

vedolizumab compared to 21.6% 

randomized to placebo were in 

clinical remission (P < .001). Fur-

thermore, glucocorticoid-free re-

mission and the number of patients 

achieving a greater than 100-point 

decrease in the Crohn’s disease ac-

tivity index (CDAI) were statistically 

significantly higher in those ran-

domized to vedolizumab (21). 

Similarly for UC, the GEMINI I trial 

demonstrated the efficacy of vedol-

izumab as an induction and mainte-

nance therapy. Among participants 

included in the study, 41% had 

previous failure to more than one 

anti-TNF agent. Following 6 weeks 

of treatment, 47.1% of patients re-

ceiving vedolizumab demonstrated a 

clinical response compared to 25.5% 

of patients receiving placebo (P < 

.001). In addition, 40.9% of patients 

achieved mucosal healing compared 

to 24.8% with placebo, a treatment 

goal associated with improved long-

term outcomes (22-24). 

Advances in biologic therapy  

The increased use of biologic ther-

apies has led to evidence with 

respect to the optimal use and mon-

itoring of drug therapy (25). Factors 

associated with improved treatment 

responses have included early ini-

tiation of biologic therapy, mainte-

nance dosing schedules, and the use 

of concomitant immunosuppression 

(13, 26-28). In addition, the ability 

to monitor drug levels (clinically 

available for infliximab and adali-

mumab) and metabolites has led 

to multiple studies looking into the 

association between drug levels and 

medication efficacy (29-31). Future 

studies will continue to look into 

therapy optimization algorithms 

in addition to the incorporation of 

objective disease monitoring tech-

niques to assess response and modi-

fications of therapy (19, 21, 32-38).

Research opportunities 

Despite the widespread availability of 

biologic therapies, it is estimated that 

< 15% of patients with IBD currently 

receive anti-TNF therapy (39). The 

field of biologic therapies and novel 

therapeutic algorithms is an exciting 

field for young-career gastroenterolo-

gists that allows for the development 

of niche clinical research programs. 

The appropriate selection of patients 

depends on the clinical characteristics 

of the patient, previous response to 

medical therapies, and comorbid con-

ditions. Continued demonstrations of 

changes to the natural history of IBD 

will require assessment of the long-
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Table

1
BIOLOGIC IBD DRUG THERAPIES

Table

2

Reference

Number

5

6

13

7

8

9

10

14

18

15

16

17

19

20

21

24

Year

2002

2004

2010

2006

2007

2007

2007

2005

2014

2012

2014

2014

2005

2007

2013

2013

Trial Name

ACCENT I

ACCENT II

SONIC

CLASSIC I

CLASSIC II

PRECISE-I

PRECISE-II

ACT-1/ACT-2

UC SUCCESS

ULTRA 1/2

PURSUIT-SC

PURSUIT-M

ENACT-1/2

ENCORE

GEMINI II

GEMINI I

In�iximab

In�iximab + AZA

Adalimumab

Certolizumab

In�iximab

In�iximab + AZA

Adalimumab

Golimumab

Natalizumab

Vedolizumab

Vedolizumab

CD

UC

CD

UC

Anti-TNF Therapies

Anti-integrin Therapies

CD: Crohn's disease; IV: intravenous; SQ: subcutaneous; UC: Ulcerative colitis; w: week
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term benefits of therapeutic choices 

while balancing the side effects of 

therapy (40). Future studies are re-

quired to guide the optimization of 

drug therapies in order to maximize 

long-lasting objective outcomes. n
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The Answer

I
ntraoperatively, duodenal intus-

susception was found associated 

with the leading edge of a firm 

mass in the proximal jejunum. Ma-

nipulation of the mass back to the 

duodenum was successful and the 

mass was removed by local excision 

of the tumor pedicle (Figure E). On its 

cut surface, it resembled a pancreas 

or salivary gland with multiple cystic 

spaces (Figure F). Histopathological-

ly, the mass was a typical Brunner’s 

gland hamartoma (Figure G). Brun-

ner’s gland adenoma (BGA), also 

known as Brunneroma or polypoid 

hamartoma, is a rare, benign, prolif-

erative lesion arising from Brunner’s 

gland of the duodenum, accounting for 

10.6% of benign tumors of the duode-

num. Development of BGA may be re-

lated to chronic renal failure, chronic 

pancreatitis, and peptic ulcer disease, 

or Helicobacter pylori infection.1 These 

lesions are most commonly located in 

the duodenal bulb and less frequently 

the second and the third portions of 

duodenum. Most are asymptomatic 

and discovered incidentally. In symp-

tomatic patients, the most common 

manifestations are gastrointestinal 

hemorrhage and duodenal obstruc-

tion. Obstructive symptoms depend 

on the tumor’s size and location. 

There also have been reports of these 

hamartomas presenting as painless 

jaundice, chronic pancreatitis, chronic 

diarrhea, acute pancreatitis, and bili-

ary fistula.1 BGA may also present with 

gastric outlet obstruction, duodenal 

obstruction, or occasionally with in-

tussusception of the duodenal wall.

Our patients’ occasional yellow skin 

and sclera discoloration suggests in-

termittent biliary obstruction owing 

to the intussusception. Duodenoduo-

denal or duodenojejunal intussuscep-

tion is very rare in adults because the 

duodenum is fixed in the retroperi-

toneum.2 The diagnosis of intussus-

ception can easily be established, but 

to make a diagnosis for BGAs can be 

difficult because they are usually cov-

ered by normal mucosa, making pinch 

biopsy obtained during endoscopy 

nondiagnostic. CT is regarded as the 

modality of choice for its evaluation, 

including its origin, internal composi-

tion, enhancement pattern, and extent 

of the lesion. When BGA is small or 

pedunculated, endoscopic polypec-

tomy is satisfactory. Open operative 

excision is reserved for cases where 

snaring has failed or the tumor is too 

large. n
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FROM DDW®

Physicians Should be Involved in  

the Political Process
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I
just returned from attending 

DDW® in our nation’s capital. As 

usual, it was a great meeting – I 

learned about new cutting-edge 

procedures and exciting ther-

apies for challenging diseases, 

caught up with old friends, and net-

worked with colleagues. 

The highlight of the meeting, 

without a doubt, however, was the 

session sponsored by the AGA Gov-

ernment Affairs Committee titled 

“Why Should Physicians Be Involved 

in the Political Process? An Insider’s 

View.” The session was chaired by 

Dr. Peter Margolis, who also chairs 

the committee. Washington, D.C., 

was the perfect venue for this topic, 

which has an disproportionate in-

fluence on our profession, practice, 

and patients.

The first talk, “Moving Beyond the 

Medicare SGR Payment Formula,” 

was given by Bob Jasak from Hart 

Health Strategies. The repeal of the 

SGR [Sustainable Growth Rate for-

mula] and replacement with MACRA 

(Medicare Access and CHIP Reau-

thorization Act) in April was a great 

achievement and something that 

AGA had been working on tirelessly 

for many years. 

The next step, moving to a val-

ue-based reimbursement, is a com-

plex process, all the details of which 

are still in the process of being 

worked out. Mr. Jasak gave a com-

prehensive overview of the legisla-

tion. An attorney with several years 

of experience in the health care 

policy arena, he provided valuable 

insight on what he thinks the law 

will mean for GI practices. The main 

takeaways were the consolidation 

of quality programs and how com-

pliance with these and other quality 

measures will dramatically impact 

reimbursement in the coming years.

The Honorable Phil Roe, a Re-

publican representing Tennessee’s 

1st House District, was the next 

speaker. As a retired OB-GYN, Dr. 

Roe brings a physician’s perspective 

to Congress. Dr. Roe was extremely 

engaging, knowledgeable, and forth-

right. He described his path through 

politics to the U.S. House of Repre-

sentatives from private practice. 

Dr. Roe’s goals during this Con-

gress include repealing the Inde-

pendent Payment Advisory Board 

(IPAB) and making the implemen-

tation of the International Statis-

tical Classification of Diseases and 

Related Health Problems (ICD-10) 

a smooth process. He believes both 

can be achieved in a bipartisan fash-

ion. The IPAB is an unelected body 

with a broad mandate to achieve 

savings in the Medicare program. 

Dr. Roe discussed NIH funding, 

veterans health care, and graduate 

medical education funding in an 

open and frank question-and-an-

swer session. 

He also expressed his strong sup-

port for colorectal cancer screening 

and removing any barriers to colo-

noscopy (such as passing the Sup-

porting Colorectal Examination and 

Education Now or SCREEN Act) in 

very personal terms; his wife unex-

pectedly and tragically died of colon 

cancer earlier this year.

I came away from the session en-

ergized and inspired. This was the 

first DDW®, as far as I am aware, 

that was addressed by a sitting 

member of Congress. As important 

as the scientific breakthroughs de-

scribed at DDW® are, the only way 

they can be realized is if physicians 

take the initiative and get involved 

with the policy side of medicine. 

There are numerous critical is-

sues facing the GI community, as 

discussed above. We need to ensure 

that we have a seat at the table so 

we can fight for our profession and 

patients. This can be as simple as 

reaching out to one’s representative 

in the House or state legislatures. 

We play a critical role in the lives 

of their constituents (our patients) 

and they will respond to these pow-

erful stories. 

I encourage all AGA members to 

get involved in this process. n

FROM DDW®

[Dr. Roe] also expressed his strong support for colorectal cancer screening and 

removing any barriers to colonoscopy (such as passing the Supporting Colorectal 

Examination and Education Now or SCREEN Act) in very personal terms; his wife 

unexpectedly and tragically died of colon cancer earlier this year.
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DDSEP 7 

ANSWERS

ANSWERS // From page 4

Q1: ANSWER: B

CRITIQUE

Protein-losing enteropathy (PLE) is a common complication 

of the adult survivors of a childhood Fontan procedure. This 

cardiac surgery can lead to secondary lymphangiectasia of 

the intestine, probably a consequence of right-sided heart 

failure with pulmonary hypertension. Intestinal lymphangi-

ectasia leads to the loss of lymph intraluminally, with subse-

quent protein and lipid malabsorption. PLE is characterized 

by hypoalbuminemia, hypogamma globulinemia, and diffuse 

hypoproteinemia, all of which contribute to reduced oncotic 

pressure with resultant ascites and peripheral edema. Lu-

minal protein loss can be measured by checking the fecal 

alpha-1-antitrypsin clearance. 

Supportive treatment of PLE involves maintaining ade-

quate nutrition with a high-protein diet, and avoidance of 

excessive stimulation of intestinal lymph flow by maintain-

ing a restriction in long-chain fatty acids. Supplementa-

tion with medium-chain triglycerides is often required to 

provide lipid calories, as these are preferentially absorbed 

through the venules and not the lacteals. However, MCT 

oil supplements cannot provide essentially fatty acids. Ul-

timately, cardiac transplantation should be considered to 

address this issue. Liver transplant would play no role in 

reducing lymphatic leakage into the intestinal lumen.

Several medical therapies have been reported to be 

helpful in reducing diarrhea, malabsorption, ascites, or 

protein losses associated with PLE. These include heparin, 

budesonide, octreotide, and sildenafil. The use of heparin 

sulfate is of great interest in the post-Fontan population 

in particular. Transmembrane proteins called syndecans 

maintain tight junctions between epithelial cells. Heparin 

is an analog and in animal studies with syndecan-deficient 

mice, heparin corrects paracellular protein losses into the 

lumen. Both inflammatory cytokines and raised venous 

pressure exacerbate protein loss in these animal models, 

which lend biologic plausibility to the reported observa-

tions of clinical benefit to both budesonide and octreotide. 

Sildenafil is often used in this population to reduce pulmo-

nary hypertension and may reduce lymphatic leakage as a 

consequence.

Reference

1.  Umar S.B., DiBaise J.K. Protein-losing enteropathy: Case illustrations and 

clinical review. Am. J. Gastroenterol. 2010;105:43-9.

Q2: ANSWER: C

CRITIQUE

This patient has hyperinfection syndrome with Strongyloi-

des, which was triggered by the initiation of his anti–tumor 

necrosis factor agent. This condition has a high fatality rate. 

Patients may have a polymicrobial bloodstream infection, so 

broad-spectrum antibiotics should be initiated in all. Stop-

ping the immunosuppressive therapy should be considered, 

and therapy with ivermectin should be initiated. Although 

albendazole can be used in Strongyloides infection, studies 

have not shown it to be as effective as ivermectin. Although 

combination therapy with both ivermectin and albendazole 

has been reported in hyperinfection syndrome, ivermectin is 

the superior monotherapy. The other agents listed, namely 

nitazoxanide, paromomycin, and praziquantel, are not used 

in Strongyloides treatment.

Reference

1.  Mejia R., Nutman T.B.. Screening, prevention, and treatment for hyperin-

fection syndrome and disseminated infections caused by Strongyloides 

stercoralis. Curr. Opin. Infect. Dis. 2012;25:458-63.
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Dr. Dale N. Gerding and his associates demonstrated that a non-

toxigenic strain of C. diffcile can protect against toxic infection. 
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Nontoxigenic C. diff tx 
reduces recurrence 

BY BIANCA NOGRADY

Frontline Medical News

T
reatment with the 
spores of  nontoxigenic 
Clostridium difcile is 

well tolerated, and successful 
colonization of  the gastro-
intestinal tract is associated 
with a signifcant reduction 
in C. difcile infection, ac-
cording to a phase II study 
published in JAMA.

The randomized, dou-
ble-blind, placebo-controlled 
study involving 173 patients 
with C. difcile infection 

showed that the lowest rate 
of  recurrence (5%) was 
among the 43 patients who 
received the higher dose of  
107 spores/day for 7 days, 
compared with 15% recur-
rence in those who received 
107 spores/day for 14 days 
or 104 spores/day for 7 days, 
and 30% in the placebo 
group, reported Dr. Dale N. 
Gerding of  Edward Hines, Jr. 
VA Hospital, Hines, Ill. and 
his associates.

The multicenter study, 
which involved patients who 

SOPAH study 
results are in for 
alcoholic hepatitis 

HCV increases general cancer risk

Neither pentoxifylline nor steroids help.

BY SARA FREEMAN

Frontline Medical News 

VIENNA – In addition to 
dramatically increasing the 
risk of  liver cancer more 
than 68-fold, chronic hep-
atitis C virus (HCV) infec-
tion more than doubled or 
tripled the risk of  a host 
of  other solid tumors and 
hematologic malignancies 

in a large retrospective, 
cross-sectional study. 

Data from the Kaiser 
Permanente Southern Cal-
ifornia HMO accounting 
for more than 145,000 pa-
tient-years of  follow-up for 
HCV-infected individuals 
and 14,000,000 patient-years 
of  follow-up for non–
HCV-infected individuals 
showed the crude rate ratio 

for the development of  all 
cancers including hepatocel-
lular carcinoma (HCC) was 
2.33 (P < .0001), and exclud-
ing HCC, was 1.84.

The crude rate ratios 
for individual cancers in 
HCV-infected, compared 
with non–HCV-infected indi-
viduals were 68.67 for HCC; 
3.59 for non-Hodgkin’s 

BY MARY ANN MOON

Frontline Medical News

N
either pentoxifylline 
nor prednisolone 
reduced 28-day mor-

tality, 90-day mortality, or 
1-year mortality among 
adults with alcoholic 
hepatitis in a multicenter 
clinical trial comparing the 
two agents, according to a 
report published online in 
the New England Journal 
of  Medicine. Pentoxifyl-
line and glucocorticoids 
are the only drugs en-
dorsed for this indication 
in treatment guidelines 
from the American As-
sociation for the Study 
of  Liver Disease and the 

European Association for 
the Study of  the Liver. 
However, the evidence in 
support of  both has been 
conflicting, and their use 
remains controversial. The 
Steroids or Pentoxifylline 
for Alcoholic Hepatitis 
(SOPAH) study was a 
randomized, double-blind 
trial comparing the two 
drugs against each other 
and against placebo in 
1,103 patients enrolled 
during a 3-year period at 
65 hospitals across the 
United Kingdom, said Dr. 
Mark R. Thursz of  Impe-
rial College, London, and 
his associates.

The primary endpoint 

News

Prepare for  
ICD-10

Get your staf  and systems 

ready.  •  4

IBD and Intestinal 
Disorders

Celiac disease 
and neuropathy
Each diagnosis makes the 

other more likely.  •  18

GI Oncology

Serum biomarker 
for pancreatic 

cancer 
Values predict metastatic 

PDAC severity.  • 20

Liver Diseases

NAFLD triggers 
HCC

A quarter of  HCC cases  

are now linked to fatty  

liver.  • 28

Presorted Standard
U.S. Postage

PAID
Permit No. 384
Lebanon Jct. KY

GI & HEPATOLOGY NEWS CHANGE SERVICE REQUESTED
151 Fairchild Ave., 
Suite 2, 
Plainview, NY 11803-1709

I N S I D E

VOL. 9  NO. 6  JUNE 2015 

See  SOPAH á page 28

See Recurrenceá page 17 See  Cancer risk á page 20

Download the new AGA Publication Apps!
Delivering convenient and interactive

news and features on the go.

NEW GASTROENTEROLOGIST
INSIGHTS FOR FELLOWS & YOUNG GIs A Quarterly Supplement to GI & Hepatology News | Summer 2015

The

20  From DDW® 

Physicians Should be Involved  

in the Political Process

30  Finance 

Life Insurance for the 

Medical Professional

IBD Update

Biologic Therapies 

for Infammatory 

Bowel Disease  12



24  //  THE NEW GASTROENTEROLOGIST: INSIGHTS FOR FELLOWS & YOUNG GIS SUMMER 2015

A Medical Career: 

How to Achieve it AND Keep Your Balance
By Neil Osterweil // At DDW® 2015, Washington

EARLY CAREER:

WORK-LIFE BALANCE

D
on’t let anyone tell you other-

wise: you CAN have it all.

You just can’t have it all at 

once.

Whatever circus metaphor 

you prefer – balancing act, 

juggling, tightrope walking – achiev-

ing and maintaining a satisfactory 

work/life balance is no mean feat.

“At this point in my career I would 

like to say that I have this figured 

out, but I don’t. It’s a constant bal-

ance, and a constant challenge to 

identify priorities and better under-

stand where you’re needed at each 

particular point in your career and 

your family situation,” said Dr. Dawn 

Provenzale, a professor of medicine 

at Duke University Medical Center in 

Durham, N.C.

She provided tips at the annual 

Digestive Disease Week for how to 

balance personal, patient, family, and 

departmental demands with your 

career goals.

When time is out of joint

Effective time management is es-

sential to achieving, if not work/life 

nirvana, at least a sense of order out 

of chaos.

You may have a time management 

problem if you feel that your life is out 
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of control, you frequently miss dead-

lines, are unable to say “No” to myriad 

demands, are easily interrupted or 

distracted, or spend too much time re-

acting to crises rather than proactively 

addressing potential problems areas 

of your life, Dr. Provenzale said. 

She recommended starting to get 

control by keeping a log of how you 

spend your time, using one of many 

different tools freely available on the 

Internet or as smartphone apps.

Dr. Provenzale believes that once 

you have a better handle on how 

your time is spent, you can begin 

planning for what bestselling au-

thor and time-management guru Dr. 

Stephen R. Covey (“The 7 Habits of 

Highly Effective People”) calls “Wildly 

Important Goals.” 

“So, what are your goals? What’s 

your big picture? Do you want an 

academic career? Are you seeking 

promotion over time? Are you trying 

to build a private practice? It’s taking 

a step back and thinking what do you 

want, and how you might get there 

that [should be the next step].”

Build an infrastructure 

The cornerstone of your work/life 

balance plan should be a mentor, 

whether she or he is a colleague in 

your division or at another practice 

in your community, or a member of 

state or national societies in your 

profession.

“This mentor will help identify 

your strengths in spite of challenges, 

will be there to give you a word of 

encouragement, even when things 

are not going in a good direction, 

The cornerstone of your work/life balance plan 

should be a mentor, whether she or he is a 

colleague in your division or at another practice in 

your community, or a member of state or national 

societies in your profession.

EARLY CAREER:

WORK-LIFE BALANCE

©GAJUS/THINKSTOCK
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will guide you professionally and 

help you see the big picture – your 

goal or promotion – and what steps 

are needed to get to that point,” Dr. 

Provenzale said.

It’s also important to seek support 

from others, such as peers who might 

be able to take one of your shifts 

when you have a family commitment, 

a neighbor who can drive your kid 

to school when you have an early 

meeting, hired staff (if you can afford 

them) such as nannies and house-

keepers, and mostly importantly, from 

your partner or spouse.

Keep the balance

To make sure that you stay on track, 

Dr. Provenzale advised meeting with 

your mentor on a regular basis to 

redefine your goals, and finding ways 

to measure whether you are achiev-

ing them, either by completing tasks 

assigned to you, or delegating tasks 

to others when appropriate.

Having contingency plans can also 

help, she added. For example, what 

happens if a grant you counted on 

does not come through, or if you face 

an unexpected family problem such 

as a sick child or aging parent?

And finding some personal time 

daily for reading, writing, exercising 

– whatever floats your boat – is also 

essential to maintaining sanity and 

serenity.

“Carve out time for yourself,” Dr. 

Provenzale advised. “Enjoy the steps 

along the way as much as possible. 

As I reflect back over my career, 

many of the challenges I’ve faced 

have made me a better person and 

better able to help others.” n
©ALXPIN/THINKSTOCK

EARLY CAREER:

WORK-LIFE BALANCE

Finding some personal 

time daily for reading, 

writing, exercising – 

whatever �oats your 

boat – is also essential 

to maintaining sanity 

and serenity.
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Postfellowship Pathways: 

Advanced/Transplant Hepatology Fellowship
By Jennifer C. Lai, M.D., MBA

Jennifer Lai is assistant professor of medicine at the  
University of California, San Francisco, where she also completed her 

advanced/transplant hepatology fellowship.
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POSTFELLOWSHIP PATHWAYS:

TRANSPLANT HEPATOLOGY
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W
hat are the fellow-

ship options avail-

able for someone 

interested in hepa-

tology? 

There are two fellow-

ship options for gastroenterology 

fellows who are interested in gain-

ing additional expertise in hepatol-

ogy and liver transplantation. For 

the first option, fellows can seek a 

fourth year of training in hepatol-

ogy and liver transplantation after 

completing three years of a gas-

troenterology fellowship. More re-

cently, a second option has become 

available. GI fellows can obtain ad-

vanced hepatology training through 

a 1-year pilot hepatology fellowship 

during their third year of GI fellow-

ship. Pilot fellows must complete all 

Accreditation Council for Graduate 

Medical Education (ACGME) require-

ments for GI fellows by the end of 

their second year of GI fellowship.

For the 2014-2015 academic year, 

there were a total of 46 hepatology 

fellows (36 fourth-year fellows, 10 

pilot fellows) training in 43 trans-

plant hepatology programs in the 

United States.

Both options provide specialized 

training in hepatology and liver 

transplantation that prepares physi-

cians for advanced/transplant hepa-

tology practice, such as treatment of 

chronic hepatitis C in the decompen-

sated cirrhotic patient, evaluation of 

cirrhotic patients for liver transplan-

tation, management of patients be-

fore and after liver transplantation, 

and treatment of hepatocellular car-

cinoma outside of Milan criteria.  

After completing an advanced/

transplant hepatology fellowship, 

physicians are eligible to sit for 

the Transplant Hepatology Boards 

offered by the American Board of 

Internal Medicine and administered 

every 2 years.  

What does the transplant  

hepatology fellowship application 

process entail? 

Application deadlines for trans-

plant hepatology fellowships vary 

by program. There is no Match for 

advanced/transplant hepatology. 

In general, GI fellows interested in 

pursuing this additional training 

should contact transplant programs 

in the fall of their second year of GI 

fellowship. This time frame applies 

to both the fourth-year and the 

“pilot” fellowships. For example, 

at the University of California, San 

Francisco, applications for the 2017 

fourth-year advanced/transplant 

hepatology program will be due 

around December 2015; applica-

tions for the 2016 pilot hepatology 

year will also be due December 

2015.

What led you to pursue a trans-

plant hepatology fellowship?

The clinical practice of inpatient 

transplant medicine is energizing. 

After I saw my first cirrhotic patient 

transform from being critically ill 

in the ICU with a MELD score of 

40 to walking out of the hospital 

7 days after his liver transplant, I 

was hooked. In my opinion, being a 

transplant hepatologist allows me to 

have the best of both worlds – I have 

the opportunity to establish long-

term relationships with my patients 

and their families in the outpatient 

setting but also get the exhilaration 

of instantly changing the trajectory 

of a patient’s life through transplant 

in the inpatient setting.

What was the most challenging 

aspect of your advanced/trans-

plant hepatology fellowship?

It is an intense year for two major 

reasons. From a clinical perspective, 

managing inpatients for 6 months of 

the year (as required by the ACGME) 

can be exhausting, as decompensated 

cirrhotic patients in the hospital re-

quire constant attention. The stakes 

are high – one wrong move can mean 

the difference between transplant or 

death. As a trainee, I knew it was my 

last year to train under the experts, 

so I wanted to be involved with every 

decision possible so I could better 

prepare for entering clinical practice 

as an attending. This desire had to 

be balanced against the need to step 

away from the clinical arena to find a 

job after graduation, develop my re-

search agenda, continue my research 

productivity, and apply for grants 

After completing an advanced/transplant hepatology fellowship, physicians 

are eligible to sit for the Transplant Hepatology Boards offered by the American 

Board of Internal Medicine and administered every 2 years.  

POSTFELLOWSHIP PATHWAYS:

TRANSPLANT HEPATOLOGY
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to support my research endeavors. 

Finding the balance between these 

seemingly competing interests was 

the most challenging aspect of the 

year.

How has your advanced/transplant 

hepatology fellowship bene�ted 

your career?

The training that I received during 

my advanced/transplant hepatology 

fellowship completely prepared me 

for real-life clinical practice. I was 

actively involved in the management 

of so many patients during the year 

that I felt that I had seen nearly ev-

erything that could happen to the 

liver. Of course, I hadn’t actually 

seen everything in that one year, but 

the training that I received provided 

me with the foundation to approach 

the work-up and immediate man-

agement of acute liver failure, acute 

on chronic liver disease, and post-

transplant complications.

Why would you recommend that 

young gastroenterologists pursue 

an advanced/transplant hepatology 

fellowship?

One of the greatest aspects of fel-

lowship – whether it is advanced/

transplant hepatology or gastro-

enterology – is the ability to learn 

from all of your attendings. It is a 

unique opportunity to see how dif-

ferent clinicians approach the same 

clinical problem and provides you 

with a range of options from which 

to choose when you go into clinical 

practice as an attending.

Do you think a advanced/trans-

plant hepatology fellowship is 

necessary for young gastroenter-

ologists who want to effectively 

treat liver disease in their prac-

tice?

This really depends upon the 

amount of exposure to managing 

chronic liver disease and its compli-

cations that trainees receive during 

their GI fellowship. At UCSF, where 

the advanced/transplant hepatology 

program is closely integrated into 

the GI fellowship, our GI fellows are 

trained to manage straightforward 

chronic liver diseases, cirrhosis, 

and its complications upon gradua-

tion. In this situation, I believe that 

they are prepared to manage liver 

disease in their gastroenterology 

practice and recognize when to refer 

to a hepatologist for additional ex-

pertise. However, even if a GI fellow 

obtains significant exposure to liver 

disease management, I recommend 

an advanced/transplant hepatolo-

gy fellowship if she or he wants to 

manage more complex hepatology 

cases (e.g., chronic hepatitis C treat-

ment in a decompensated cirrhotic 

patient, a patient with renal insuf-

ficiency, or with refractory auto-

immune hepatitis) or to practice 

transplant hepatology. n

©KRISHNA KUMAR/THINKSTOCK
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FINANCE: 

LIFE INSURANCE

Life Insurance for the Medical Professional
By Michael R. Mazzarella

Mr. Mazzarella is president of Physicians Consulting Group, LLC. The company 
has been assisting residents, fellows, and attending physicians with their life 
insurance and individual disability insurance planning at hospitals nationwide 

for over 20 years. Contact him at physiciansconsultinggroup@gmail.com 
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FINANCE:

LIFE INSURANCE

S
ingle or married, young or 

old, many of us should have 

some sort of life insurance. 

But sifting through all of the 

information on life insurance 

can be confusing and com-

plicated. This article will help you 

evaluate if you need life insurance, 

determine which type of insurance 

will best meet your needs, and guide 

you to the best life insurance cover-

age for your money.

Do you need life insurance?

Depending on where you are in your 

life and who you’re responsible for, 

you could have any number of goals 

for your life insurance policy. Here 

are some of the most common goals 

for life insurance, which all have a 

bearing on how large a policy you 

might want:

•  Covering end-of-life and funeral 

expenses

•  Paying off debts, including a mort-

gage

•  Allowing your family to maintain 

its lifestyle after you’re gone

• Contributing to your child(ren)’s 

college fund

•  Allowing your practice to continue 

operating without you

•  Paying off the taxes and transfer 

expenses on your estate

Buying life insurance
When you buy life insurance, you 

want coverage that fits your needs. 

First, decide how much you need – 

and for how long – and what you can 

afford to pay. Keep in mind the major 

reason you buy life insurance is to 

cover the financial effects of unex-

pected or untimely death. Life insur-

ance can also be one of many ways 

you plan for the future.

Next, learn what kinds of policies 

will meet your needs and pick the 

one that best suits you.

Then, choose the combination of 

policy premium and benefits that 

emphasizes protection in case of ear-

ly death, or benefits in case of long 

life, or a combination of both.

It makes good sense to ask a life 

insurance agent or company to guide 

you through this process. An agent 

can help you review your insurance 

needs and give you information 

about available policies. If one kind 

of policy doesn’t seem to fit your 

needs, ask about others.

What is the right kind of life  

insurance?

All policies are not the same. Some 

give coverage for your lifetime and 

others cover you for a specific number 

of years. Some build up cash values 

and others do not. Some policies may 

offer other benefits such as the ac-

celerated death benefit rider and the 

critical illness rider while you are still 

living. Your choice should be based on 

your needs and what you can afford.

There are two basic types of life 

insurance: term insurance and cash 

value insurance. Term insurance 

generally has lower premiums in the 

early years but does not build up 

cash values that you can use in the 

future. You may combine cash value 

life insurance with term insurance to 

replace income in the event you can-

not work/practice.

Term Insurance covers you for 

a term of 1 or more years. It pays a 

death benefit only if you die in that 

term. Term insurance generally offers 

the largest insurance protection for 

your premium dollar. It typically does 

not build up cash value.

You can renew most term insurance 

policies for one or more terms even 

if your health has changed. Each time 

you renew the policy for a new term, 

premiums may be higher. Ask what 

the premiums will be if you continue 

to renew the policy. Also ask if you 

will lose the right to renew the policy 

at a certain age. For a higher premi-

um, some companies will give you the 

right to keep the policy in force for a 

guaranteed period at the same price 

each year. At the end of that time you 

may need to pass a physical examina-

tion to continue coverage and premi-

ums may increase.

Return of Premium Term Insur-

ance: As you might guess, this type 

of insurance gives you the option to 

get your premium back, minus fees 

and expenses, if you outlive your life 

insurance policy. These policies tend 

to come with much higher premiums, 

but can be a way to regain some 

money if you don’t end up using your 

life insurance plan (i.e., you don’t die 

during the term). 

Cash Value Life Insurance is a 

type of insurance where the pre-

miums charged are higher at the 

beginning than they would be for the 

same amount of term insurance. The 

part of the premium that is not used 

for the cost of insurance is invested 

by the company and builds up cash 

value that may be used in a variety 

of ways. You may borrow against a 

policy’s cash value by taking a policy 

loan. If you don’t pay back the loan 

and the interest on it, the amount 

you owe will be subtracted from the 

benefits when you die, or from the 

cash value if you stop paying premi-

ums and take out the remaining cash 

value. You can also use your cash 

value to keep insurance protection 

for a limited time or to buy a reduced 

amount without having to pay more 

premiums. You also can use the cash 

value to increase your income in 

retirement or to help pay for needs 

such as your child’s tuition without 

canceling the policy. However, to 

build up this cash value, you must 

pay higher premiums in the earlier 

years of the policy. Cash value life in-

surance include several types: whole 

life, universal life, and variable life.

Finding a good value in life  

insurance

After you have decided which kind of 

life insurance is best for you, compare 
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similar policies from different compa-

nies to find which one is likely to give 

you the best value for your money. A 

simple comparison of the premiums is 

not enough. There are other things to 

consider. For example:

•  Do premiums or benefits vary from 

year to year?

•  How fast does the cash value ac-

count accumulate?

•  What part of the premiums or ben-

efits is not guaranteed?

•  What is the effect of interest on 

money paid and received at differ-

ent times on policy? Remember 

that no one company offers the 

lowest cost at all ages for all kinds 

and amounts of insurance. 

•  How quickly does the cash value 

grow? Some policies have low cash 

values in the early years that build 

quickly later on. Other policies have 

a more level cash value build-up. A 

year-by-year display of values and 

benefits can be very helpful (the 

agent or company will give you a 

policy summary or an illustration 

that will show benefits and premi-

ums for selected years).

•  Are there special policy features 

that particularly suit your needs?

•  How are nonguaranteed values 

calculated? For example, interest 

rates are important in determining 

policy returns. In some companies, 

increases reflect the average inter-

est earnings on all that company’s 

policies regardless of when they 

are issued. In others, the return for 

policies issued in a recent year, or a 

group of years, reflects the interest 

earnings on that group of policies; 

in this case, amounts paid are likely 

to change more rapidly when inter-

est rates change.

Important things to consider

•  Review your own insurance needs 

and circumstances. Choose the 

kind of policy that has benefits 

that most closely fit your needs. 

Ask an agent or company to help 

you.

•  Be sure that you can handle premi-

um payments. Can you afford the 

initial premium? If the premium 

increases later and you still need 

insurance, can you still afford it?

•  Don’t sign an insurance application 

until you review it carefully to be 

sure all the answers are complete 

and accurate.

•  Don’t buy life insurance unless 

you intend to stick with your plan. 

It may be very costly if you quit 

during the early years of the policy. 

•  Don’t drop one policy and buy 

another without a thorough study 

of the new policy and the one you 

have now. Replacing your insurance 

may be costly.

•  Read your policy carefully. Ask your 

agent or company about anything 

that is not clear to you.

•  Review your life insurance program 

with your agent or company every 

few years to keep up with changes 

in your income and your needs.

To summarize, if it is important to 

you to protect your family’s lifestyle, 

protect your business interest, or 

conserve your estate, this can all be 

accomplished with the proper life 

insurance policy. We recommend 

using a life insurance professional to 

help you with the process of select-

ing the policy type and amount that 

best suits your needs. With proper 

planning and sound advice from your 

life insurance broker you’ll be able 

to prepare for the unexpected, which 

unfortunately is a part of life. n

FINANCE: 

LIFE INSURANCE



SUMMER 2015 GIHEPNEWS.COM  //  33

ESTABLISHED 

CAREER PROFILE

Established Career Profile:  

Dr. Loren Laine
By Kari Oakes

T
hese career and work-life 

balance tips for physicians 

beginning a challenging but 

rewarding career in gastro-

enterology come from Yale 

University’s Dr. Loren Laine. 

Dr. Laine, a past President of the 

AGA and the recipient of multiple 

awards for clinical research from 

the AGA and the American College 

of Gastroenterology, spoke with The 

New Gastroenterologist recently. He 

discussed his early career, passion 

for clinical research, and shared ad-

vice for those entering the field.

Dr. Laine chose gastroenterology 

after completing medical school 

and residency at the University of 

California, Los Angeles, because the 

specialty requires both cognitive 

and procedural skills. With diges-

tive issues, the physician has an 

opportunity to know an organ sys-

tem well, and to understand how 

different disease processes impact 

health. “Gastroenterology, both then 

and now, represents a mix of diag-

nosis and treatment,” he said.  

He completed a gastroenterolo-

gy fellowship at the University of 

California, San Diego. Early in his 

career, Dr. Laine became interested 

in gastrointestinal bleeding and 

has made it a primary focus for his 

clinical research. GI bleeds, he said, 

represent one of the few true emer-

gencies in gastroenterology and 

present a challenge to gastroenter-

ologists, emergency physicians, and 

hospitalists. 

“Frankly, when I was starting, 

there was little or no evidence about 

what treatment was effective for 

GI bleeding,” he said.  He has found 

satisfaction in advancing medical 

knowledge and clinical interventions 

in an exciting area that is both im-

portant and clinically relevant.

Clinical research, he said, is the 

favorite part of his job. He especial-

ly loves the intellectual challenge 

of designing clinical trials and in-

tegrating his clinical practice into 

his research life. In fact, a key to 

his continued success in balancing 

clinical and research demands has 

been this integration: “I try to de-

sign trials where each patient I see 

could be considered as a potential 

research participant.” 

He also emphasized that clinical 

practice informs his research, and 

that he very much enjoys both the 

procedural and diagnostic challeng-

es presented in the clinic.

As much as he loves his work, Dr. 

Laine acknowledged that it’s still im-

portant to make room for relaxation, 

“Make sure to build research skills into your training.  
Find something you love doing.  

Make time for exercise and decompression.”

With digestive issues, the physician has an 

opportunity to know an organ system well, and  

to understand how different disease processes 

impact health. “Gastroenterology, both then and  

now, represents a mix of diagnosis and treatment,” 

[Dr. Laine] said.  
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and especially exercise, in the course of a work week. “I 

must admit I’m not always the best at work-life balance,” 

said Dr. Laine. “But I really love what I do. I find clinical 

research engaging and fun, so sometimes it’s hard to walk 

away from it.”  Luckily, Dr. Laine’s four dogs provide him 

both with a distraction and an incentive to exercise. 

When asked whether, in hindsight, he would choose 

the same career path again, Dr. Laine answered without 

hesitation, “Absolutely.” However, he said, “The path is 

harder today for young gastroenterologists. It’s harder 

than ever to balance clinical and research demands. 

With the focus on RVUs [Relative Value Units], clinicians 

have less leeway. You have to make the most of the bits 

of free time you can get.” 

Fellows who have an interest in research may find it 

harder than he did to achieve a balance between clinical 

and research obligations. “Now, it’s hard – most models 

expect you to spend 80% or more of your time doing 

one or the other.” Still, with some creativity, gastroen-

terologists can achieve a good balance between clinical 

research and practice.

Dr. Laine advised physicians still in residencies or fellow-

ships to build as much research training and experience 

as possible into this stage of their career. “Study design, 

statistical analysis, working with large datasets – all of 

these are really important and will help later on. I had to 

learn all of this on the job as I began doing more clinical 

research. If you know you’re interested in doing research, 

acquiring those skills during training is really helpful.”

Moving forward, Dr. Laine thinks that the greatest 

challenges presented to gastroenterologists over the 

next decade will come from American medicine’s rapidly 

changing employment, documentation, and reimburse-

ment models. 

“We are seeing major changes in health care. We are 

changing from a fee-for-service, volume-based model of 

reimbursement. It’s more and more important to doc-

ument quality measures. We are going to see increased 

use of clinical decision tools with widespread adoption 

of electronic medical records and increased emphasis 

on evidence-based practice and quality metrics.” Finally, 

it is his belief that more and more gastroenterologists 

will find themselves employees of a larger health care 

system.  n

“I must admit I’m not always the  

best at work-life balance,” said  

Dr. Laine. “But I really love what I do. 

I �nd clinical research engaging and 

fun, so sometimes it’s hard to walk 

away from it.”

Dr. Laine is professor of medicine in the section of digestive 

diseases at Yale University, New Haven, Conn. 
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should be considered in patients at increased risk of serious cardiac arrhythmias. Use can cause temporary elevations in uric acid. Uric acid fluctuations in patients with gout may precipitate an acute flare. 
Administration of osmotic laxative products may produce mucosal aphthous ulcerations, and there have been reports of more serious cases of ischemic colitis requiring hospitalization. Patients with impaired 
water handling who experience severe vomiting should be closely monitored including measurement of electrolytes. Advise all patients to hydrate adequately before, during, and after use. Each bottle must be 
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  EFFECTIVE RESULTS IN ALL COLON SEGMENTS

 >90% no residual stool in all colon segments compared 

 to Standard 4-Liter Prep2*†‡

  · These results were statistically signifi cant in the cecum (P=.010)2*§

  
· Signifi cantly more subjects in SUPREP® group had no residual 

   fl uid in 4 out of 5 colon segments2*‡

   
 Help meet Gastroenterology Quality Improvement Consortium (GIQuIC) benchmarks for 
 85% quality cleansing3 with the split-dose effi cacy of SUPREP ® Bowel Prep Kit.4


