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Dr. Colleen KeIIy isa Ieader of the 10-year study on short- and long-
term patient outcomes associated with FMT in adults and children.

Study will follow fecal
microbiota transplants

BY MICHELE G. SULLIVAN

Frontline Medical News
AT DDW 2017

CHICAGO - A 10-year reg-
istry study aims to gather
clinical and patient-reported
outcomes on 4,000 adult and
pediatric patients who un-
dergo fecal microbiota trans-
plant (FMT) in the United
States, officials of the Amer-
ican Gastroenterological As-
sociation announced during
Digestive Disease Week®.
The AGA Fecal Microbiota
Transplantation National
Registry will be the first
study to assess both short-
and long-term patient out-
comes associated with FMT
in both adults and children,
Colleen Kelly, MD, said in an
interview. Most subjects will
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have received FMT for recur-
rent or refractory Clostridium
difficile infections - the only
indication for which Food
and Drug Administration
currently allows indepen-
dent clinician action. But the
investigational uses of FMT
are expanding rapidly, and
patients who undergo the
procedure during any regis-
tered study will be eligible
for enrollment, said Dr. Kelly,
co-chair of the study’s steer-
ing committee.

The study’s primary ob-
jectives are short- and long-
term safety outcomes, said
Dr. Kelly of Brown University,
Providence, R.I. While FMT
is generally considered quite
safe, short-term adverse
events have been report-

See Transplants - page 13
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Endoscopic weight-
loss surgery cuts fat,
costs, side effects

ESG becoming a popular procedure.

BY HEIDI SPLETE

Frontline Medical News

FROM DDW 2017

bese patients who
0 underwent endo-

scopic sleeve gastro-
plasty had significantly
fewer complications and
shorter hospital stays than
did those who had lapa-
roscopic sleeve gastrecto-
my or laparoscopic band
placement, according to
results from a study of 278
adults presented at Diges-
tive Disease Week.®

Overall, 1% of patients

who underwent endo-
scopic sleeve gastroplasty
(ESG) experienced adverse
events, compared with 8%
of those who underwent
laparoscopic sleeve gas-
trectomy (LSG) and 9%

of those who underwent
laparoscopic gastric band
(LAGB) placement.

ESG, which reduces
gastric volume by use of
an endoscopic suturing
system of full-thickness
sutures through the
greater curvature of the
stomach, is becoming a
popular weight-loss pro-
cedure for patients with a
body mass index greater
than 30 kg/m? who are
poor candidates for lapa-
roscopic surgery or who
would prefer a less inva-
sive procedure, according
to Reem Z. Sharaiha, MD,
of Cornell University,
New York.

Dr. Sharaiha and her
colleagues randomized
91 patients to ESG, 120 to

See Surgery - page 17
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‘Rich pipeline’ of novel NASH
treatments being studied

BY SARA FREEMAN

Frontline Medical News

AMSTERDAM - There is a
“very, very rich pipeline” of
drugs being developed for
the treatment of nonalcohol-
ic steatohepatitis (NASH),

A program of the AGA Inptltute

JAMES W. FRESTON CONFERENCE

Jean-Francois Dufour, MD,
AGAEF, the head of hepa-
tology and director of the
University Clinic for Visceral
Surgery and Medicine at the
University of Berne (Swit-
zerland) said at the Interna-
tional Liver Congress.

SEPT.9-10, 2017 | ST. PAUL, MN

Extracellular Vesicles: Biology, Translation
and Clinical Applications in GI Disorders

Register today at

“We have many therapeu-
tic options [under investi-
gation],” Dr. Dufour noted at
the Congress, which is spon-
sored by the European Asso-
ciation for the Study of the
Liver. These include drugs

See NASH - page 4
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CLINICAL CHALLENGES AND IMAGES
What's your diagnosis?

By Ravi B. Parikh, MD, George A.
Alba, MD, and Lawrence R. Zuker-
berg, MD. Published previously in
Gastroenterology (2013;144,;272,
467).

36-year-old woman, origi-

nally from Haiti, presented

to the emergency depart-
ment with 2 weeks of abdominal
distention, diarrhea, and blood-
tinged emesis. She had given birth

AGA INSTITUTE

paternal history was unknown.
Upon admittance to the general
medicine service, the patient was

Computed tomography of the
abdomen and pelvis (Figure B)
showed a large amount of abdomi-

culosis cultures were negative,
and cytology showed no evidence
of malignancy. Peripheral blood

to her first child by uncomplicat-
ed cesarean section 9.5 weeks
earlier. There was no history of
recent travel, diet change, or sick
contacts. She denied alcohol, to-
bacco, or illicit drug use and was
not taking any medications or
supplements. She was allergic to
chloroquine (itchiness) and had
no history of atopy. She was not
aware of any family history of liver
disease or allergy, although her

afebrile and hemodynamically sta-
ble. She did not have any stigmata of
chronic liver disease. Her abdomen
was distended and diffusely ten-
der with rebound tenderness and
guarding (Figure A). Serum studies
were notable for white blood cell
count of 14.5 x 103 /microL, with
46% eosinophils (absolute count
6,660/mm?3). Other values, includ-
ing serum human chorionic gonado-
tropin, were normal.

nal and pelvic ascites (arrow) with
mild small bowel wall thickening.
There was no evidence of or-
ganomegaly or vessel thrombosis.
Subsequent diagnostic paracen-
tesis demonstrated an exudative
effusion with total nucleated cells
4,545 /mL, with 82% eosinophils.
Large-volume paracentesis of
4,000 mL of straw-colored fluid
relieved the patient’s abdominal
pain. Fluid bacterial and tuber-

smear was unremarkable. Stool
culture, stool ova and parasites,
urine culture, and blood culture
were all negative.

Because of these findings, the
gastroenterology service was
consulted. Esophagogastroduode-
noscopy and colonoscopy showed
mild rectal mucosal erythema
(arrow) without masses, bleeding,
ulcers, or polyps (Figure C).

The diagnosis appears on page 21.

LETTER FROM THE EDITOR: It was great to be together at DDW

of the AGA’s NIH-funded fecal transplant
registry and results of endoscopic bariatric
procedures compared to surgery.

From the AGA journals, we learn about
probiotic use after antibiotics and patterns
of progression in nondysplastic Barrett’s.
Variations in outcomes of HCC treatment

and chronic liver disease are disturbing but

fixable, given better resource allocation. An-

other article points out a resurgence of HCV

among young women. We are noting this

in parallel to the opioid epidemic. Finally,

in our practice management section, there
Continued on page 5 DR. ALLEN
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Last month we had another successful Di-
gestive Disease Week® in Chicago. Next
year’s DDW will be in Washington D.C,,
June 2-5, 2018. The science and clinical
pearls presented in Chicago were excellent.
Cover articles in this month’s GI & Hepatol-
ogy News from DDW include a description
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EFFECTIVE RESULTS IN ALL COLON SEGMENTS?
« SUPREP® Bowel Prep Kit has been FDA-approved as a split-dose oral regimen?

» >90% of patients had no residual stool in all colon segments?”

o These cleansing results for the cecum included 91% of patients?” SUPREP®
o SUPREP Bowel Prep Kit also achieved >64% no residual fluid in BOWEL PREP KIT

4 out of 5 colon segments (ascending, transverse, descending, sodium sulfate, potassium
and sigmoid/rectum)?” sulfate and magnesium sulfate)
Oral Solution

Aligned with Gastrointestinal Quality Improvement Consortium (GIQuIC) performance
target of >85% quality cleansing for outpatient colonoscopies.* (17.59/3.130/1.60) per 6 ounces

*This clinical trial was not included in the product labeling. 1Based on investigator grading.

References: 1. IMS Health, NPA Weekly, May 2017. 2. Rex DK, DiPalma JA, Rodriguez R, McGowan J, Cleveland M. A randomized clinical study comparing reduced-volume oral sulfate solution with
standard 4-liter sulfate-free electrolyte lavage solution as preparation for colonoscopy. Gastrointest Endosc. 2010;72(2):328-336. 3. SUPREP Bowel Prep Kit [package insert]. Braintree, MA: Braintree
Laboratories, Inc; 2012. 4. Rex DK, Schoenfeld PS, Cohen J, et al. Quality indicators for colonoscopy. Gastrointest Endosc. 2015;81(1):31-53.

©2017 Braintree Laboratories, Inc. HH13276BT May 2017
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Some new drugs, new uses

NASH from page 1

that target metabolic homeostasis,
insulin resistance, inflammation, ox-
idative stress, or fibrosis (Liver Int.
2017 May;37:634-47).

Dr. Dufour gave an overview of the

current trials that are underway in
NASH. There are currently five ongo-
ing multicenter phase III trials being
undertaken with four drugs. First,
there is the REGENERATE trial with

Intercept’s farnesoid X receptor obeti-
cholic acid. This is a placebo-controlled
trial comparing two daily doses of obe-
ticholic acid (10 and 25 mg) on top of
standard of care. The trial will recruit
just over 2,000 patients with biopsy-
proven stage 2-3 NASH fibrosis; the
primary endpoint is the resolution of
NASH without fibrosis worsening or

IMPORTANT SAFETY INFORMATION

SUPREP® Bowel Prep Kit (sodium sulfate, potassium sulfate and magnesium sulfate) Oral Solution is an osmotic laxative indicated for cleansing of the colon as a preparation for colonoscopy in
adults. Most common adverse reactions (>2%) are overall discomfort, abdominal distention, abdominal pain, nausea, vomiting and headache.

Use s contraindicated in the following conditions: gastrointestinal (GI) obstruction, bowel perforation, toxic colitis and toxic megacolon, gastric refention, ileus, known allergies to components of
the kit. Use caution when prescribing for patients with a history of seizures, arthythmias, impaired gag reflex, regurgitation or aspiration, severe active ulcerative colifis, impaired renal function or
patients taking medications that may affect renal function or electrolytes. 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 o hydrate adequately before, during, and after use.
Each bottle must be diluted with water to a final volume of 16 ounces and ingestion of additional water as recommended is important to patient tolerance.

BRIEF SUMMARY: Before prescribing, please see full Prescribing Information and Medication Guide for SUPREP® Bowel Prep Kit (sodium sulfate, potassium sulfate and magnesium sulfate) Oral Solution.
INDICATIONS AND USAGE: An osmotic laxative indicated for cleansing of the colon as a preparation for colonoscopy in adults. CONTRAINDICATIONS: Use is confraindicated in the following
conditions: gastrointestinal (61) obstruction, bowel perforation, toxic colfis and toxic megacolon, gasfric refention, ileus, known allergies to components of the kit. WARNINGS AND PRECAUTIONS:
SUPREP Bowel Prep Kit is an osmotic laxative indicated for cleansing of the colon as a preparation for colonoscopy in adults. Use is contraindicated in the following conditions: gastrointestinal (GI) obstruction,
bowel perforation, toxic colitis and toxic megacolon, gastric refention, ileus, known allergies to components of the kit. Use caution when prescribing for patients with a history of seizures, arrhythmias, impaired
gag reflex, regurgitation or aspiration, severe acfive ulcerative colifis, impaired renal function or patients taking medications that may affect renal function or electrolytes. Pre-dose and post-olonoscopy ECG's
should be considered in patients at increased risk of serious cardiac arthythmias. Use can cause temporary elevations in uric acid. Uric acid fluctuations in patients with gout may precipitate an acute flare.
Administration of osmofic laxative products may produce mucosal aphthous ulcerations, and there have been reports of more serious cases of ischemic colifis requiring hospitalization. Patients with impaired water
handling who experience severe vomiting should be closely monitored induding measurement of electrolytes. Advise all patients to hydrate adequately before, during, and after use. Each bottle must be diluted
with water to a final volume of 16 ounces and ingesfion of additional water as recommended is important fo patient tolerance. Pregnancy: Pregnancy Category C. Animal reproduction studies have not been
conducted. Itis not known whether this product can cause fetal harm or can affect reproductive capacity. Pediatric Uses Sofety and effectiveness in pediatric patients has not been established. Geriatric
Use: Of the 375 patients who took SUPREP Bowel Prep Kit in clinical trials, 94 (25%) were 65 years of age or older, while 25 (7%) were 75 years of age or older. No overall differences in safety or
effectiveness of SUPREP Bowel Prep Kit administered as a splitdose (2-day) regimen were observed between geriatric patients and younger patients. DRUG INTERACTIONS: Oral medication administered
within one hour of the start of administration of SUPREP may not be absorbed completely. ADVERSE REACTIONS: Most common adverse reactions (>2%) are overall discomfort, abdominal distention,
abdominal pain, nausea, vomifing and headache. Oral Administration: SplitDose (Two-Day) Regimen: Early in the evening prior to the colonoscopy: Pour the confents of one bottle of SUPREP
Bowel Prep Kit info the mixing container provided. Fil the container with water to the 16 ounce fillline, and drink the entire amount. Drink two additional containers filled to the 16 ounce line with water over
the next hour. Consume only a light breakfast or have only clear liguids on the day before colonoscopy. Day of Colonoscopy (10 to 12 hours after the evening dose): Pour the contents of the
second SUPREP Bowel Prep Kit into the mixing container provided. Fill the container with water to the 16 ounce filline, and drink the entire amount. Drink two addifional containers filled to the 16 ounce line
with water over the next hour. Complete all SUPREP Bowel Prep Kit and required water at least two hours prior fo colonoscopy. Consume only clear liquids unfil after the colonoscopy. STORAGE: Store af
20°-25°C (68°-77°F). Excursions permitted between 15°-30°C (59°-86°F). Rx only. Distributed by Braintree Laboratories, Inc. Braintree, MA 02185

SUPREP®
BOWEL PREP KIT

(sodium sulfate, potassium
sulfate and magnesium sulfate)
Oral Solution

For additional information, please call 1-800-874-6756 or visit www.suprepkit.com (17.59/3.139/1.6) per 6 ounces

LABORATORIES-INC
Braintree
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fibrosis improvement without worsening
of NASH at week 72.

Second, there is the RESOLVE-IT
trial with Genfit's peroxisome prolif-
erator-activated receptor alpha/delta
agonist elafibranor. This randomized,
double-blind trial hopes to recruit
2,000 patients with biopsy-proven
NASH stage 1-3 fibrosis and will com-
pare elafibranor 120 mg given once a
day with placebo. The primary end-
point is the resolution of NASH with-
out worsening of fibrosis at week 72.

Next, Tobira Therapeutics’ C-C
chemokine receptor type 2 and 5 an-
tagonist cenicriviroc is being studied
in the AURORA trial. Again, around
2,000 patients will be studied, but
this time with stage 2-3 biopsy-prov-
en NASH fibrosis. Cenicriviroc will be
given daily at a dose of 150 mg and
compared with placebo. The primary
endpoint is the improvement of fi-
brosis by one or more stage with no
worsening of steatohepatitis at 1 year.

Finally, there are the STELLA 3
and STELLA 4 trials with Gilead’s
apoptosis signal-regulated kinase-1
inhibitor selonsertib. Target accrual
in both studies is 800 patients with
STELLA 3 recruiting patients with
stage 3 NASH fibrosis and STELLA
4 those with compensated cirrhosis
from NASH. Both trials will compare
two daily doses of selonsertib (6 and
18 mg) versus placebo. The primary
endpoints are improvement of at
least one or more fibrosis stage with
no worsening of steatohepatitis at
48 weeks and event-free survival at
week 240.

In addition, there are at least 20 phase
[Ib and Ila studies looking at a variety
of other novel drugs with different
therapeutic targets, Dr. Dufour said;
many were described at the meeting.

Eric J. Lawitz, MD, AGAF, vice
president of scientific and research
development at the Texas Liver Insti-
tute, San Antonio reported the prom-
ising results of a “proof of concept”
open-label study in which the safety
and efficacy of treatment with the
oral acetyl-CoA carboxylase (ACC)
inhibitor, GS-0976, was examined in
10 patients with a clinical diagnosis of
nonalcoholic fatty liver disease.

He reported that 12 weeks’ treat-
ment with GS-0976 suppressed de
nova lipogenesis by 29%, compared
with baseline (P =.022). There was
also a 43% decrease in hepatic ste-
atosis from baseline to 12 weeks (P
=.006), as measured by the magnet-
ic resonance imaging-proton-densi-
ty fat fraction (MRI-PDFF). “There is
a placebo-controlled phase II trial of
GS-0976 in patients with NASH that
is ongoing,” Dr. Lawitz said.

Results of two phase II studies
presented during the late-breaking
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abstracts session at the meeting
showed similar promising results
could be achieved with drugs mim-
icking the activity of different fibro-
blast growth factors.

“Fibroblast growth factor 21
[FGF21] is a nonmitogenic hormone
produced in the liver that is an im-
portant regulator of energy metabo-
lism,” said Arun J. Sanyal, MD, Virginia
Commonwealth University in Rich-
mond , who presented the findings
of a study with the FGF21 inhibitor
BMS-986036.

The study involved 74 patients
with stage 1-3 biopsy-proven NASH
fibrosis and a hepatic fat fraction of
10% or greater measured by MRI-
PDFFE Patients were randomized to
treatment with BMS-986036 at sub-
cutaneously administered doses of
10 mg given once daily or 20 mg once
weekly or to placebo for 16 weeks.

A significant reduction in the he-
patic fat fraction was seen in patients
treated with both the once-daily and
once-weekly regimen of the active
treatment relative to placebo, with
absolute changes from baseline of
-6.8% (P=.008) and -5.2% (P =
.0004), respectively. “Results suggest
that BMS-986036 had beneficial
effects on steatosis, liver injury, and
fibrosis in NASH,” said Dr. Sanyal.

NGM282 is another recombinant
human analog mimicking the action
of an FGF, this time FGF19, and early
data suggest that it also reduces he-
patic steatosis and key biomarkers
of NASH. Stephen Harrison, MD, the
medical director of Pinnacle Clinical
Research in Live Oak, Tex., reported
data on 82 patients with stage 1-3
NASH fibrosis who had been treated
with NGM-282 3 mg or 6 mg subcu-
taneously once daily or placebo for
12 weeks.

“The primary endpoint [decrease
in absolute liver fat content greater
than or equal to 5%] was met in 79%

Continued from page 2

is an excellent article on the specific
challenges facing independent GI
practices.
The political front continues to be
chaotic as the House passed a tax
bill disguised as health care reform.
We will follow these developments
closely as they affect our patients’
insurance coverage and lives. Person-
ally, I spoke at multiple DDW venues
stressing the need for us as physi-
cians to be aware and involved in ad-
vocating for our patients. Visit gastro.
org/take-action for ample direction
about how you can be active.
John L. Allen, MD, MBA, AGAF
Editor in Chief

of NGM-282-treated subjects, with
over one-third of subjects achieving
normalization of liver fat content
with 12 weeks of therapy,” Dr. Har-
rison reported. One serious adverse
event of acute pancreatitis occurred
in a patient treated with FGF19,
which was possibly thought to be
treatment related.

Dr. Dufour disclosed receiving
speaking and teaching fees from
pharmaceutical companies. Gilead
Sciences supported the study report-
ed by Dr. Lawitz and he disclosed re-
ceiving grants and other support from
the company and others. The study
presented by Dr. Sanyal was financed
by Bristol-Myers Squibb; funding

was provided to his institution and
he received support and consulting
fees from many pharmaceutical com-
panies. Dr. Harrison said he received
research funding from and acted as a
consultant to NGM Bio, which spon-
sored the study he presented.

ginews@gastro.org
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the April 2012 issue of GI & Hepatology

News (GIHN) there was a small article on
the issued Food and Drug Administration
guidance on how to develop biosimilars. A
biosimilar molecule must be structurally
similar to the reference or originator prod-
uct with the expectation that the safety
and efficacy will be the same. The Europe-
an Medicines Agency (EMA) established
a legal framework for approving biologics
in the European Union in 2003 and guide-
lines for approval in 2005 to 2006 with the

I t's a whole new biosimilar world. In

first biosimilar approved in 2006 (soma-
tropin [Omnitrope]).

The first monoclonal antibody biosimilar

approved by the EMA was CT-P13 (inflix-
imab-dyyb) in June 2013. There are now
over 23 biosimilars approved for use in

Europe. In 2012 there were no biosimilars

on the market in the United States. This
past year (2016) has been the year of the
biosimilar with two of the four approved
compounds used in inflammatory bow-
el disease - Inflectra (infliximab-dyyb,
Hospira) April 2016 and Amjevita (adali-

BY AMY KARON

Frontline Medical News

tarting probiotics within 2
S days of the first antibiotic dose

could cut the risk of Clostridi-
um difficile infection among hospi-
talized adults by more than 50%,
according to the results of a sys-
temic review and metaregression
analysis.

The protective effect waned when
patients delayed starting probiotics,
reported Nicole T. Shen, MD, of Cor-
nell University, New York, and her
associates. The study appears in the
June issue of Gastroenterology (doi:
10.1053/j.gastro.2017.02.003).
“Given the magnitude of benefit
and the low cost of probiotics, the
decision is likely to be highly cost

for randomized controlled trials of
probiotics and CDI among hospital-
ized adults taking antibiotics. This
search yielded 19 published studies
of 6,261 patients. Two reviewers

separately extracted data from

mumab-atto, Amgen) September 2016
appearing.

The launch of these biosimilars raises a
whole new series of questions. First and
foremost for gastroenterologists — are the
biosimilars truly similar in patients with
inflammatory bowel disease? Adalim-
umab-atto was approved on the basis of
two phase III studies in psoriasis and in
rheumatoid arthritis and infliximab-dyyb
was approved on the basis of studies
in rheumatoid arthritis and ankylosing
spondylitis. Other questions arise: 1. Can
a patient who is doing well on the origina-
tor be safely switched to the biosimilar?

2. Can we use the same assays for drug
monitoring? 3. Will use of biosimilars lead
to a lower cost structure for patients and
hospitals? 4. What are the regulations and
guidelines for interchangeability? (GIHN
March 2017). In the United States, devel-
opment of biosimilars was slow to start
but we expect to see an explosion in devel-
opment of these agents in gastroenterolo-
gy as the patents expire on the biologics
currently in use.
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FROM THE AGA JOURNALS
Start probiotics within 2 days of antibiotics to prevent
Clostridium difficile infection, study suggests

“Given the magnitude of benefit and

the low cost of probiotics, the decision
is likely to be highly cost effective.”
Importantly, probiotics were significantly
effective against CDI only when started
within 2 days of antibiotic initiation.

0.42; 95% confidence interval, 0.30-
0.57; Pless than .001). Importantly,
probiotics were significantly effec-
tive against CDI only when started
within 2 days of antibiotic initiation

(relative risk, 0.32;
95% CI, 0.22-0.48),
not when started
within 3-7 days (RR,
0.70, 95% CI, 0.40-
1.23). The difference
between these esti-
mated risk ratios was
statistically significant
(P=.02).

In 18 of the 19
studies, patients
received probiotics
within 3 days of
starting antibiotics,

while patients in the remaining

effective,” they added.

Systematic reviews support the
use of probiotics for preventing
Clostridium difficile infection (CDI),
but guidelines do not reflect these
findings. To help guide clinical prac-
tice, the reviewers searched MED-
LINE, EMBASE, the International
Journal of Probiotics and Prebiotics,
and the Cochrane Library databases

these studies and examined quality
of evidence and risk of bias.

A total of 54 patients in the pro-
biotic cohort (1.6%) developed CD],
compared with 115 controls (3.9%),
a statistically significant difference
(P less than .001). In regression
analysis, the probiotic group was
about 58% less likely to develop
CDI than controls (hazard ratio,

study could start probiotics any
time within 7 days of antibiotic ini-
tiation. “Not only was [this] study
unusual with respect to probiotic
timing, it was also much larger than
all other studies, and its results
were statistically insignificant,” the
reviewers wrote. Metaregression
analyses of all studies and of all but
the outlier study linked delaying

Kim L. Isaacs, MD, PhD, AGAE is
professor of medicine in the di-
vision of gastroenterology and
hepatology at the University of
North Carolina at Chapel Hill. She
is codirector of the UNC Center
for Inflammatory Bowel Disease.
She is an Associate Editor for GI &
Hepatology News.

probiotics with a decrease in effica-
cy against CDI, with P values of .04
and .09, respectively. Those find-
ings “suggest that the decrement
in efficacy with delay in starting
probiotics is not sensitive to inclu-
sion of a single large ‘outlier’ study,’
the reviewers emphasized. “In fact,
inclusion only dampens the magni-
tude of the decrement in efficacy,
although it is still clinically import-
ant and statistically significant.”
The trials included 12 probiotic
formulas containing Lactobacillus,
Saccharomyces, Bifidobacterium,
and Streptococcus, either alone or
in combination. Probiotics were not
associated with adverse effects in the
trials. Quality of evidence was gener-
ally high, but seven trials had missing
data on the primary outcome. Fur-
thermore, two studies lacked a pla-
cebo group, and lead authors of two
studies disclosed ties to the probiotic
manufacturers that provided funding.
One reviewer received fellowship
support from the Louis and Rachel
Rudin Foundation. None had con-
flicts of interest.

ginews@gastro.org
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BY AMY KARON

Frontline Medical News

atients with at least five endos-
Pcopies with biopsies showing

nondysplastic Barrett’s esoph-
agus were statistically as likely to
progress to high-grade dysplasia
or esophageal adenocarcinoma as
patients with a single such biopsy,
according to a multicenter prospec-
tive registry study in the June issue
of Clinical Gastroenterology and
Hepatology (doi: org/10.1016/j.
cgh.2017.02.019).

The findings, which contradict
those from another recent mul-
ticenter cohort study (Gastro.
2013;145[3]:548-53), highlight the
need for more studies before length-
ening the time between surveillance
biopsies in patients with nondys-
plastic Barrett’s esophagus, Rajesh
Krishnamoorthi, MD, of Mayo Clinic
in Rochester, Minn., wrote with his
associates.

Barrett's esophagus is the stron-
gest predictor of esophageal adeno-
carcinoma, but studies have reported
mixed results as to whether the risk
of this cancer increases over time or
wanes with consecutive biopsies that
indicate nondysplasia, the research-
ers noted. Therefore, they studied
the prospective, multicenter Mayo
Clinic Esophageal Adenocarcinoma
and Barrett's Esophagus registry,
excluding patients who progressed to
adenocarcinoma within 12 months,
had missing data, or had no follow-up
biopsies. This approach left 480 sub-
jects for analysis. Patients averaged
63 years of age, 78% were male, the
mean length of Barrett's esophagus
was 5.7 cm, and the average time be-
tween biopsies was 1.8 years, with a
standard deviation of 1.3 years.

FROM THE AGA JOURNALS
Persistence of NDBE does not mean low risk of EAC

A total of 16 patients progressed
to high-grade dysplasia or esoph-
ageal adenocarcinoma over 1,832
patient-years of follow-up, for an
overall annual risk of progression
of 0.87%. Two patients progressed
to esophageal adenocarcinoma (an-
nual risk, 0.11%; 95% confidence
interval, 0.03% to 0.44%), while 14
patients progressed to high-grade
dysplasia (annual risk, 0.76%; 95%
Cl, 0.45%-1.29%). Eight patients
progressed to one of these two out-
comes after a single nondysplastic
biopsy, three progressed after two
such biopsies, three progressed
after three such biopsies, none pro-
gressed after four such biopsies,
and two progressed after five such
biopsies. Statistically, patients with
at least five consecutive nondys-
plastic biopsies were no less likely
to progress than were patients with
only one nondysplastic biopsy (haz-
ard ratio, 0.48; 95% CI, 0.07-1.92;
P =.32). Hazard ratios for the other
groups ranged between 0.0 and
0.85, with no significant difference
in estimated risk between groups
(P =.68) after controlling for age,
sex, and length of Barrett’s esoph-
agus.

The previous multicenter co-
hort study linked persistently
nondysplastic Barrett’s esophagus
with a lower rate of progression
to esophageal adenocarcinoma,
and, based on those findings, the
authors suggested lengthening in-
tervals between biopsy surveillance
or even stopping surveillance, Dr.
Krishnamoorthi and his associates
noted. However, that study did not
have mutually exclusive groups.
“Additional data are required before
increasing the interval between
surveillance endoscopies based on

Current practice guidelines rec-
ommend endoscopic surveil-
lance in Barrett’s esophagus (BE)
patients to detect esophageal ad-
enocarcinoma (EAC) at
an early and potentially
curable stage.

Endoscopic sur-
veillance of BE has
numerous limitations.
Persistence of nondys-
plastic BE (NDBE) has
previously been shown
to be an indicator of
lower risk of progres-
sion to high-grade
dysplasia (HGD)/EAC. However,
outcomes studies on this topic
have reported conflicting results.

Krishnamoorthi and his col-
leagues bring the issue of persistent
NDBE as a potential risk stratifi-
cation variable to the forefront.
Using the Mayo Clinic registry, the
authors found no statistically sig-
nificant decrease in the risk of pro-
gression in patients with persistent
NDBE. Similar results were recently
reported by Nguyen and colleagues
using the national Veterans Health
Administration datasets.

Where do we stand with regard
to persistence of NDBE and its
impact on surveillance intervals?
Future large cohort studies are
required that address all potential

DR. WANI

persistence of nondysplastic Bar-
rett’s esophagus,” they concluded.
The study lacked misclassification
bias given long-segment Barrett’s
esophagus, and specialized gastroin-
testinal pathologists interpreted all
histology specimens, the researchers
noted. “The small number of progres-
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confounders and include a large
number of patients with progres-
sion to HGD/EAC (a challenge
given the rarity of this outcome).
Based on the available
data, surveillance inter-
vals cannot be length-
ened in patients with
persistent NDBE. Future
studies also need to
focus on the develop-
ment and validation of
prediction models that
incorporate clinical, en-
doscopic, and histologic
factors in risk strati-
fication. Until then, meticulous
examination techniques, cognitive
knowledge and training, use of
standardized grading systems,
and use of high-definition white
light endoscopy are critical in im-
proving effectiveness of surveil-
lance programs in BE patients.

Sachin Wani, MD, is associate pro-
fessor of medicine and medical
codirector of the Esophageal and
Gastric Center of Excellence, division
of gastroenterology and hepatology,
University of Colorado at Denver,
Aurora. He is supported by the Uni-
versity of Colorado Department of
Medicine Outstanding Early Scholars
Program and is a consultant for
Medtronic and Boston Scientific.

sors is a potential limitation, reducing
power to assess associations,” they
added.

The investigators did not report
funding sources. They reported hav-
ing no conflicts of interest.

ginews@gastro.org

Study confirms uneven VA access to liver cancer treatment

BY AMY KARON

Frontline Medical News

with potentially curable (Barcelona Clinic
Liver Cancer stage
0/A) hepatocellular
carcinoma (HCC) re-
ceived resection, trans-
plantation, or ablative
therapy, according to the results of a national
retrospective cohort study published in the June
issue of Gastroenterology (doi: 10.1053/j.gas-
tro.2017.02.040).

0 nly 25% of Veterans Affairs (VA) patients

Furthermore, 13% of the fittest (Eastern Coop-
erative Oncology Group performance status 1-2)
patients received no active treatment for their HCC,
Marina Serper, MD, of Corporal Michael ]. Crescenz
VA Medical Center, Philadelphia, and Tamar H.

Taddei, MD, of VA New
York Harbor Health Care
System, Brooklyn, N.Y,,
wrote with their associ-
ates in Gastroenterology.

“Delivery of curative therapies conferred the
highest survival benefit, and notable geographic
and specialist variation was observed in the deliv-
ery of active treatment,” they added. “Future studies

should further evaluate modifiable health system
and provider-specific barriers to delivering high
quality, multidisciplinary care in hepatocellular car-
cinoma [in order] to optimize patient outcomes.”
HCC ranks second worldwide and fifth in the
United States as a cause of cancer mortality. Gas-
troenterologists, hepatologists, medical oncolo-
gists, or surgeons may take primary responsibility
for treatment in community settings, but little is
known about how provider and health system
factors affect outcomes or the likelihood of receiv-
ing active treatments, such as liver transplanta-
tion, resection, ablative or transarterial therapy,
Continued on following page
Pages 8a—8d »
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BY AMY KARON

Frontline Medical News

a liver transplant center was
associated with a higher risk
of mortality among patients with
chronic liver failure, regardless of
etiology, transplantation status, or
whether patients had decompensat-
ed cirrhosis or hepatocellular car-
cinoma, according to a first-in-kind,
population-based study reported
in the June issue of Clinical Gastro-
enterology and Hepatology (doi:
10.1016/j.cgh.2017.02.023).

The findings underscore the
need for accessible, specialized
liver care irrespective of whether
patients with chronic liver failure
(CLF) are destined for transplanta-
tion, David S. Goldberg, MD, AGAF,
of the University of Pennsylvania,
Philadelphia, wrote with his as-
sociates. The associations “do not
provide cause and effect,” but un-
derscore the need to consider “the
broader impact of transplant-re-

Living more than 150 miles from

Continued from previous page

FROM THE AGA JOURNALS
Distance from transplant center predicted mortality

lated policies that could decrease
transplant volumes and threaten
closures of smaller liver transplant
centers that serve geographically
isolated populations in the South-
east and Midwest,” they added.
Managing chronic liver failure is
complex - physicians must treat
acute illness, portal hypertension
and its complications, and hepato-
cellular carcinoma. Consequently,
several studies have reported that
care is best provided by experts
at specialized practices, “nearly
always” liver transplant centers in
large urban areas, the researchers
noted. For these reasons, geo-
graphic isolation might undermine
survival even among the 11 of
every 12 CLF patients who never
undergo transplantation. Because
no population-based study had ex-
plored this question, the research-
ers analyzed data from 16,824
patients with CLF who were in-
cluded in the Healthcare Integrat-
ed Research Database between
2006 and 2014.

barriers against implementation, they noted.

A total of 879 (5.2%) patients
lived more than 150 miles from the
nearest liver transplant center, the
analysis showed. Even after con-
trolling for etiology of liver disease,
this subgroup was at significantly
greater risk of mortality (hazard
ratio, 1.2; 95% confidence interval,
1.1-1.3; P less than .001) and of dy-
ing without undergoing transplan-
tation (HR, 1.2; 95% CI, 1.1-1.3; P =
.003) than were patients who were
less geographically isolated.

Distance from a transplant center
also predicted overall and trans-
plant-free mortality when modeled
as a continuous variable, with haz-
ard ratios of 1.02 (P =.02) and 1.03
(P =.04), respectively. “Although
patients living more than 150 miles
from a liver transplant center had
fewer outpatient gastroenterologist
visits, this covariate did not affect
the final models,” the investigators
reported. Rural locality did not pre-
dict mortality after controlling for
distance from a transplant center,
and neither did living in a low-in-

come zip code, they added.

Data from the Centers for Disease
Control and Prevention indicate
that age-adjusted rates of death
from liver disease are lowest in
New York, where the entire popula-
tion lives within 150 miles of a liver
transplant center, the researchers
noted. “By contrast, New Mexico
and Wyoming have the highest
age-adjusted death rates, and more
than 95% of those states’ popula-
tions live more than 150 miles from
a [transplant] center,” they empha-
sized. “The management of most
patients with CLF is not centered
on transplantation, but rather the
spectrum of care for decompensat-
ed cirrhosis and hepatocellular car-
cinoma. Thus, maintaining access to
specialized liver care is important
for patients with CLE”

Dr. Goldberg received support
from the National Institutes of
Health. The investigators had no
conflicts.

ginews@gastro.org

mortality (HR, 0.83; P less than .001), said the
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sorafenib, systemic chemotherapy, or radiation.
Accordingly, the researchers reviewed medical
records and demographic data from all 3,988 U.S.
patients diagnosed with HCC between 2008 and
2010 who received care at 128 Veterans Affairs
centers. Patients were followed through the end
of 2014. Data were from the Veterans Outcomes
and Costs Associated With Liver Disease (VOCAL)
cohort study (Gastroenterology. 2017 Mar 7. doi:
10.1053/j.gastro.2017.02.040).

After diagnosis, most (54%) patients underwent
only transarterial palliative therapy, and 24% re-
ceived no cancer treatment. Being treated at an
academically affiliated VA hospital nearly doubled
the odds of receiving active therapy (odds ratio,
1.97; 95% confidence interval, 1.6-2.4; P less than
.001), even after the researchers controlled for
race, Charlson-Deyo comorbidity, and presenting
Barcelona Clinic Liver Cancer stage. Evaluation by
multiple specialists also significantly increased the
odds of active treatment (OR, 1.60; 95% CI, 1.15-
2.21; P=.005).

Receipt of active therapy also varied significantly
by region. Compared with patients in the North-
eastern United States, those in the mid-South were
significantly less likely to receive active therapy
(hazard ratio, 0.62; 95% ClI, 0.44-0.85). Patients in
the Southeast, Central, and Western United States
also were less likely to receive active treatment
than were those in the Northeast, but 95% ClIs for
these hazard ratios were nonsignificant. Virtual
tumor boards could help overcome diagnostic and
treatment delays, but costs, care coordination, pa-
tient factors, and compensation issues are major

Overall survival was associated with active treat-
ment of HCC, including liver transplantation (HR,
0.22; 95% ClI, 0.16-0.31), liver resection (HR, 0.38;
95% CI, 0.28-0.52), ablative therapy (HR, 0.63; 95%
CI, 0.52-0.76), and transarterial therapy (HR, 0.83;
95% CI, 0.74-0.92). Reduced mortality was associ-
ated with seeing a hepatologist (HR, 0.7), medical
oncologist (HR, 0.82), or surgeon (HR, 0.79) within
30 days of diagnosis (P less than .001 for each).
Undergoing review by a multidisciplinary tumor
board was associated with significantly reduced

he treatment of hepatocellular carcinoma

(HCC) can be challenging because of under-
lying chronic liver disease and cirrhosis in the
majority of patients. There are im-
portant aspects of the study Dr. Serp-
er and colleagues worth highlighting.

First, 36% of patients presented

with early-stage HCC and clearly had
a better overall survival. This high-
lights the need for surveillance of
patients with cirrhosis not only in the
VA but also in other health systems.
Second, only a minority of patients
with early-stage HCC received cura-
tive interventions. For improved out-
comes, patients with early-stage disease should
receive appropriate curative interventions.
Third, gastroenterologists saw a large number
of patients with HCC in the VA system, but,
unfortunately, this led to less receipt of active
therapy and a trend for a worse all-cause mor-

DR. MARRERO

researchers. “Findings from the VOCAL cohort of
predominantly older males with significant medical
comorbidities are important in light of the aging
U.S. population and a nearly 70% expected increase
in cancer among older adults,” they wrote.

The study was funded by unrestricted grants
from Bayer Healthcare Pharmaceuticals and the
VA HIV, Hepatitis and Public Health Pathogens
Programs. The investigators had no conflicts.

ginews@gastro.org

tality, compared with hepatologists and other
specialties. It is critical that gastroenterologists
refer patients to specialties more adept at treat-
ing HCC in order to achieve better
outcomes.

Lastly, only 34% of patients with
HCC were managed via a multi-
disciplinary tumor conference.
Importantly, these patients had an
increased probability of receipt of
active treatment and a 17% reduc-
tion in all-cause mortality. Our group
has shown that a multidisciplinary
approach to treating HCC improves
overall survival.

Jorge A. Marrero, MD, MS, AGAE, is professor of
medicine and medical director for liver trans-
plantation at UT Southwestern Medical Center
Dallas. He has no conflicts of interest to report
regarding this manuscript or commentary.



WS FROM AGA

AGA recognizes
52 investigators with
research funding

he AGA Research Founda-
Ttion is thrilled to award 52

researchers with research
funding in the 2017 award year.

“The AGA Research Founda-

tion has a proven track record
of funding young investigators

“The AGA Research Foundation
has a proven track record of
funding young investigators
who subsequently achieve
great success in research.

We are confident that the 2017
class will be no exception.”

who subsequently achieve great
success in research. We are
confident that the 2017 class
will be no exception,” said Rob-
ert S. Sandler, MD, MPH, AGAF,
chair, AGA Research Foundation.
“AGA is honored to invest in

this year’s award recipients and
looks forward to seeing how
each research project contrib-

01:a 56-year-old man with a
history of decompensated cirrho-
sis due to hepatitis C, complicated
by ascites, presents with abdom-
inal distension. A therapeutic
paracentesis is performed, and is
positive for spontaneous bacterial
peritonitis.

Which statement is true regarding
spontaneous bacterial peritonitis?
A. Cultures identify bacteria in 5%
of cases

B. Recurrence rate is low if infec-
tion is treated in the acute setting
C. Nosocomial infections respond
well to third-generation cephalo-
sporins

D. Patients may be completely
asymptomatic

02: The family of a 7-year-old
boy that has been followed for
colitis for the past 2 years pres-
ents with many questions and

utes to advancing the field of
gastroenterology.”

The AGA Research Award Pro-
gram serves to support talented
investigators who are pursuing
careers in digestive disease re-
search. A grant from the AGA
Research Foundation ensures
that a major proportion of the
recipient’s time is protected for
research.

The awards program is made
possible thanks to generous do-
nors and funders contributing to
the AGA Research Foundation.
Show your support for GI re-
search.

To learn about upcoming re-
search funding opportunities,
and to view the list of this years’
winners, visit www.gastro.org/
awards.

This year’s honorees were
recognized during several AGA
Research Foundation events at
Digestive Disease Week® 2017,
which took place May 6-9 in Chi-
cago, IL.

ginews@gastro.org

Quick quiz

concerns. He was diagnosed with
colitis at age 4 when he present-
ed with several weeks of bloody
diarrhea. He is doing well on a
maintenance regimen of mesala-
mine but the family would like to
discuss what the future may hold.

Which of the following statements
describes a likely outcome of coli-
tis at this age?

A. His colitis will likely resolve by
time he reaches puberty.

B. The child’s colitis will likely
worsen over the next several
years, requiring colectomy.

C. The child will probably not reach
his expected mid-parental height.
D. The child should start enteral
tube feedings immediately.

E. By the time he reaches puberty,
it will likely become apparent he
has Crohn’s disease.

The answers are on page 13.
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Dr. Sheila E. Crowe
becomes President of

AGA Institute

heila E. Crowe, MD, FRCPC,
s FACP, FACG, AGAF, of the Uni-

versity of California, San Diego
(UCSD), began her term as 112th
president of the AGA Institute im-
mediately following Digestive Dis-
ease Week® (DDW) 2017.

A former AGA Governing Board
member and chair of the AGA Coun-
cil, which plans DDW, Dr. Crowe has
had a successful career in research
while also developing a robust clin-
ical practice focused on celiac dis-
ease and food allergy.

“Health policy changes and the
evolving demographics of our
society have forced the greatest
changes in clinical practice since
the advent of Medicare in 1965.
AGA recognizes this moment as an
inspiring juncture in the evolution
of medicine,” said Dr. Crowe, pro-
fessor of medicine and director of
research in the division of gastroen-
terology at UCSD. “AGA has consis-
tently adapted to change over the
years, developing initiatives that
provide a forward-looking vision
for our members.”

Dr. Crowe has been in academic
gastroenterology for her entire
career with experience at several
renowned institutions including
McMaster University, the University
of Texas-Galveston, the University
of Virginia, and now UCSD.

In addition to her work on the
AGA board and council, Dr. Crowe

Dr. Sheila E. Crowe

she has served on AGA commit-
tees related to research, educa-
tion, and women. She has been
appointed by AGA leadership to
several key task forces, to direct
key educational activities and to
reevaluate our governance and
organization.

To learn more about Dr. Crowe,
read the Gastroenterology article
(http://www.gastrojournal.org/
article/S0016-5085[17]30337-2/
fulltext) detailing her early life,
academic background, history, and
awards at AGA and beyond.

ginews@gastro.org

2018 AGA Fellows Program
now accepting applications

he application period for the

2018 AGA Fellows Program is
now open. The program recog-
nizes members whose accom-
plishments demonstrate personal
commitment to the field of gastro-
enterology with the distinction of
fellowship.

AGA Fellows receive this honor
from AGA for their superior pro-
fessional achievement in clinical
private or academic practice and
in basic or clinical research.

AGA Fellows receive:
¢ The privilege of using the des-

ignation “AGAF” in professional
activities.
¢ An official certificate and pin de-
noting your status.
¢ A listing on the AGA website.
And more.
Apply today to join this interna-
tional community of excellence.
Find more information, includ-
ing the list of benefits and criteria
for fellowship, at www.gastro.org/
fellowship. The deadline for appli-
cation submissions is Monday, July
31, 2017.

ginews@gastro.org
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Are you prepared for MACRA?

ACRA (Medicare Access and
M CHIP Reauthorization Act of

2015) replaces the flawed
sustainable growth rate (SGR) for-
mula and significantly changes the
way Medicare pays physicians.

Many things about the Afford-

able Care Act (ACA; Obamacare)
are likely to change under the new
administration, but MACRA and the
commitment to cost-effective, val-
ue-based care is here to stay. MA-

Order the

2017 AGA
Postgraduate
Course resources

he 2017 AGA Postgraduate
Course: The Full Scope of GI Ad-

vances resources are available for
purchase. Gain access to the mul-
titopic postgraduate course taught
by world-renowned leaders with
the 2017 resources, available in the
following formats:
e eSyllabus: Comprehensive de-
tails of all sessions, including
abstracts, key points, references,
slides, graphs, charts and tables.
USB: Complete audio track and
slides of general session lectures
and select breakout sessions;
works without internet.
¢ Online sessions: CME and MOC

available through webcasts of the

general session lectures and se-

lect breakout sessions.

For more information, visit www.
gastro.org/PGCR.

ginews@gastro.org

Enhance your
reading experience.

FREE APP DOWNLOAD
Optimized for mobile and tablets.

gihepnews.com
Available for i0S, Android
and Amazon Kindle.
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CRA is separate from the ACA.
Congress overwhelmingly passed
MACRA legislation with bipartisan
support. MACRA will eventually
transition physicians toward more
value-based payments.

[t is important to understand
MACRA to ensure you are doing
everything required under the cur-
rent rules in 2017. Ignore MACRA
in 2017 and you will face an auto-
matic reduction of 4% to your pay-

WS FROMAGA | 1

ments under Medicare in 2019.
AGA offers educational webinars
and videos to help you prepare. Vis-
it gastro.org/MACRA to learn more.

ginews@gastro.org
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Biobank of stool samples planned

Transplants from page 1

ed with FMT, and some have been
serious - including one death from
aspiration pneumonia in a patient
who received donor stool via naso-
gastric tube (Clin Infect Dis. 2015
Mar;61[1]:136-7). Other adverse
events are usually self-limited but can
include low-grade fever, abdominal
pain, bloating, and diarrhea.

Scientists are only now beginning
to unravel the ways the microbiome
promotes both health and disease.
Specific alterations, for example, have
been associated with obesity and
other conditions; there is concern
that transplanting a new microbial
population could induce a disease
phenotype in a recipient who might
not have otherwise been at risk.

With the planned cohort size and
follow-up period, the study should
be able to detect any adverse events
that occur in more than 1% of the
population, Dr. Kelly said. It will in-
clude a comparator group of patients
who also have recurrent or refrac-
tory C. difficile infection from a large
insurance claims database to allow
comparison between patients treated
with FMT and those treated with an-
tibiotics only.

Q1: Answer: D
Objective: Recognize that spon-
taneous bacterial peritonitis may
present in an asymptomatic manner.
Discussion: It is important to
recognize that patients with spon-
taneous bacterial peritonitis may
present in various ways and may
not exhibit classic abdominal pain
or fevers. Patients may have atyp-
ical or no overt symptoms at all.
With direct inoculation of ascitic
fluid into culture bottles at bed-
side, cultures may identify bacteria
in up to 40%-50% of cases.
Patients who survive an epi-
sode of SBP have a very high risk
of recurrence (70%) within the
first year of the index episode. It
is therefore essential that patients
recovering from SBP be started
on prophylactic therapy prior to
hospital discharge. Nonabsorbable
(or poorly absorbable) antibiotics
are most effective for such pro-
phylaxis by selectively eliminating
gram-negative organisms in the gut.
These agents reduce the rate
of SBP recurrence to around
15%-20%. Nosocomial infections

The registry study also aims to dis-
cover which method or methods of
transplant delivery are best, she said.
Right now, there are several methods
(colonoscopy/sigmoidoscopy, enema,
upper gastrointestinal endoscopy,

See related video at
gihepnews.com.

nasogastric or nasoduodenal tube,
and capsules), and no consensus on
which is best. As indications for FMT
expand, the approach will probably
be matched to the disorder being
treated, and the study may help illu-
minate this as well.

For the first 2 years after trans-
plant, clinicians will follow patients
and enter data into the registry. After
that, an electronic patient-reported
outcomes system will automatically
contact the patient annually for fol-
low-up information by email or text
message. When patients enter their
data, they can access material that
will help keep them up-to-date on
potential adverse events.

The study will also include a
biobank of stool samples obtained
during the procedures, hosted by the

) INTESTINAL DISC

American Gut Project and the Mi-
crobiome Initiative at the University
of California, San Diego. This arm of
the project will analyze the micro-
biome of 3,000 stool samples from
recipients, both before and after their
transplant.

The registry study, a project of the
AGA Center for Gut Microbiome Re-
search and Education, is funded by a
$3.3 million grant from the National
Institute of Allergy and Infectious
Diseases. It will be conducted in
partnership with the Crohn’s and
Colitis Foundation, Infectious Dis-
eases Society of America, and the
North American Society for Pediatric
Gastroenterology, Hepatology, and
Nutrition. It currently is accepting
applications. Physicians who perform
FMT for C. difficile infections, and
centers that conduct FMT research
for other potential indications, can fill
out a short survey to indicate their
interest at gastro.org/fmtregistry.

DDW® is jointly sponsored by the
American Association for the Study
of Liver Diseases (AASLD), the AGA
Institute, the American Society for
Gastrointestinal Endoscopy (ASGE),
and the Society for Surgery of the Ali-
mentary Tract (SSAT).

msullivan@frontlinemedcom.com
On Twitter @alz_gal

Quick quiz Answers

respond poorly (~40% of cases) to
third-generation cephalosporins.
Those who have been in the hospi-
tal and received antibiotics within
the past 90 days should receive
extended-spectrum antibiotics.

References
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Q2: Answer: E

Critique: Children with early-onset
inflammatory bowel disease tend
to present with colonic disease.
Many of them eventually develop
signs and symptoms consistent
with Crohn'’s disease as they get
older. They are often diagnosed
as “indeterminant” colitis or even
ulcerative colitis but the diagnosis
often changes. The colitis does
not usually improve with age and

these early-onset patients often
follow a complicated course. This
boy may eventually require enteral
tube feedings or even a colectomy;
however, that cannot be predicted
at this time. Provided his disease is
well managed, he should reach his
expected mid-parental height.
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Bile acid malabsorption as a cause of chronic diarrhea

BY LORA T. MCGLADE

Frontline Medical News

AT DDW

CHICAGO - Bile acid malabsorption
increasingly is recognized as a cause
of persistent, chronic diarrhea, but
patients often receive suboptimal
treatment because medical and pub-
lic awareness is low, Julian Walters,
MD, of Imperial College London, said
at Digestive Disease Week®.
Members of two patient support
groups in the United Kingdom were
invited to complete an online survey
to provide information on how this
condition affects them. The first 100
responses were analyzed. Respon-
dents were overwhelmingly female
(91). More than 35 respondents
were diagnosed after the age of 50
years, and 35 felt their condition had
not been taken seriously by multiple

practitioners prior to their eventual
diagnosis, she reported.

Two-thirds of respondents had
been diagnosed with irritable bow-
el syndrome; the majority (68) of
these had more than 10 interac-
tions with medical professionals
before being properly diagnosed.

Once appropriately diagnosed,
most respondents reported doing
very well on drugs such as cho-
lestyramine and colesevelam, Dr.
Walters said. He stressed that men-
tal health issues are an important
part of this condition because of its
pervasive effects on daily life.

Dr. Walters disclosed that he has
been a consultant to or has received
research funds from GE Healthcare,
Intercept, Albireo, and Novartis.

Digestive Disease Week® is jointly
sponsored by the American Associ-
ation for the Study of Liver Diseases

(AASLD), the American Gastro-
enterological Association (AGA)
Institute, the American Society for

Gastrointestinal Endoscopy (ASGE),

and the Society for Surgery of the
Alimentary Tract (SSAT).

Imcglade@frontlinemedcom.com

Dr. Julian Walters discusses the survey and bile acid malabsorption in a video
interview, which you can view at gihepnews.com.

Anti-TNF drugs reduce mortality in Crohn’s disease

BY ROXANNE NELSON

Frontline Medical News

AT DDW

CHICAGO - As compared with pro-
longed use of corticosteroids, the use
of anti-tumor necrosis factor (TNF)
drugs was associated with reduced
mortality in patients with Crohn’s
disease, according to new findings
presented here at Digestive Disease
Week®.

The reduced mortality seen in this
population may be secondary to the
lower rates of major adverse cardio-
vascular events and hip fracture that
are associated with anti-TNF use as
compared to corticosteroid use. How-
ever, the same reduction in mortality
risk was not observed in patients
with ulcerative colitis using anti-TNF
drugs.

“Corticosteroids are widely used,
even though they are not recom-

mended for maintenance therapy,’

said James D. Lewis, MD, MSCE, pro-
fessor of medicine at the University

of Pennsylvania, Philadelphia, who
presented the findings of his study
at the meeting. “Previous studies
have associated their use with an
increased risk of mortality.”

Anti-TNF therapy has become a
cornerstone in the management of
inflammatory bowel disease (IBD),
and Dr. Lewis noted that these
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agents have been shown to be use-
ful for induction, maintenance, and
remission, and to reduce surgical
and hospitalization rates.

“However, fear of adverse events
and cost has deterred greater use of
these agents,” he told attendees.

In their study, Dr. Lewis and his
colleagues compared the mortality
risk with prolonged corticosteroids
use versus anti-TNF drugs in pa-
tients with IBD.

They conducted a retrospective
cohort study using data for 2006-
2013 of a population of Medicaid
and Medicare beneficiaries in the
United States. The cohort included
individuals who had received treat-
ment with corticosteroids within
the prior year and subsequently had
been treated with either additional
corticosteroid therapy for a total of
greater than 3,000 mg of prednisone
or equivalent within 12 months or
newly initiated anti-TNF therapy.

The primary outcome of the
study was all-cause mortality and
secondary outcomes included com-
mon causes of death.

Dr. Lewis explained that 57 po-
tential confounding variables were
thought to be associated with the
choice between corticosteroid use
or anti-TNF therapy. These vari-
ables, which included demographic
characteristics, medications, di-
agnostic tests, and comorbidities,
were measured.

Among Crohn’s disease patients,

Continued on following page

Nick PIEGARI-/FRONTLINE MEDICAL NEWS



GIHEPNEWS.COM « JUNE 2017 IBD A

D INTESTINAL DISC

Antacid use in infants linked to increased fracture risk

BY TARA HAELLE

Frontline Medical News

SAN FRANCISCO - Children were more likely
to experience a fracture if they were prescribed
antacids before age 1 year, according to a study
of military families.

The large study revealed that use
of proton pump inhibitors (PPIs) be-
fore age 1 year was linked to a 22%
increased risk of fracture, compared
with those not prescribed antacids.
Similarly, children prescribed both
PPIs and H,-blockers before age 1 year
were 31% more likely to have a frac-
ture compared to those not taking the
drugs.

“A lot of data are coming out that
proton pump inhibitors are not quite
as benign as we used to think, and we are seeing
that fracture risk is increased with use,” U.S. Air
Force Capt. Laura Malchodi, MD, a pediatrics res-
ident at Walter Reed National Military Medical
Center in Bethesda, Md., told colleagues at the
Pediatric Academic Societies meeting.

Antacid use has been increasing among both
adults and children, but the biggest rise has been
in children under age 1 year, she said. Previous
research into adult use of antacids has revealed
an increased incidence of fractures, so Dr. Mal-
chodi investigated the incidence of fractures in
children under age 1 year among those who had
taken PPIs, H,-blockers, neither, or both.

“What this means for doctors is that, when you
do start to think of using proton pump inhibitors
or any antacid therapy in children, we should
really think of limiting it to one type if possible
- H,-blockers are now preferable - and for the
shortest amount of time as possible,” Dr. Malcho-
di said of her findings.

The retrospective study’s cohort comprised
874,447 children born between 2001 and 2013
who had been in the U.S. Military Health System
for at least 2 years. Children who took antacids
after age 1, spent more than a week in a neo-
natal intensive care unit, or had nonaccidental
trauma (abuse) or osteogenesis imperfecta were
excluded.

Ninety percent of the cohort had not re-

Continued from previous page

B
DR. MALCHODI

The risk of death was statistically

ceived prescriptions for any antacids (789,631
children) in their first year of life, and 1.2%
had received prescriptions for both PPIs and
H,-blockers before age 1 year. Of the remaining
children, 7.7% had received prescriptions for
H,-blockers, and 0.8% for PPIs.

The children who had and had not been pre-
scribed antacids were similar in me-
dian years enrolled in the system, but
nearly twice as many who received
antacid prescription had been preterm
(6.4% vs. 3.5%, P less than .05). Simi-
larly, 3.7% of those prescribed antacids
had a low birth weight, compared with
2.2% of those not prescribed antac-
ids (P less than .05). The median age
of fracture also differed for the two
groups: 3.9 years for those prescribed
antacids and 4.5 years for those not (P
less than .05).

In using medical records during their anal-
ysis, the researchers excluded follow-up visits
for the same fracture within the previous 6
months. Before adjustment for covariates, boys
had a slightly increased risk of fracture (hazard
ratio, 1.08), and those with a previous fracture
had an 85% increased risk (HR, 1.85). Com-
pared with children not prescribed antacids,
those prescribed PPIs had a 23% increased risk
of fracture (HR, 1.23), and those prescribed
H,-blockers had a 13% increased risk (HR,
1.13). Those prescribed combination antacid
therapy had a 32% increased risk of fractures
(HR, 1.32).

Adjustment for preterm birth, low birth
weight, sex, and a previous fracture barely re-
duced those risks: 22% increased risk for PPI
use, 4% increased risk for H,-blocker use, and
31% increased risk for using both. The vast ma-
jority of children who took antacids had been
prescribed them in their first 6 months, so the
researchers calculated adjusted risk by age of
exposure. For H,-blockers, no statistically signif-
icant increased risk of fracture existed in those
taking them before or after 6 months old.

Those taking PPIs, however, had a 25%
increased risk of fracture if they took them
before 6 months old, compared with a 20% in-
creased risk if prescribed PPIs between 6 and

12 months. Likewise, children taking both PPIs
and H,-blockers before 6 months old had a 32%
increased risk of fracture, compared with a 23%
increased risk between 6 and 12 months old.

Analysis of the duration of children’s use of
antacids revealed a dose-response relationship,
with an increasing risk alongside increasing days
taking the medication. For example, those on
PPIs for a month or less had a 19% increased
risk of fracture, compared with children not
prescribed antacids, but that rose to a 23% in-
creased risk for those taking PPIs from 60 to 150
days and to a 42% increased risk for taking them
longer than 150 days.

Similarly, the risk of fracture after having
taken H,-blockers for up to a month was 14%,
which increased to 22% for medication dura-
tions over 120 days. Children on combination
therapy took the medication for much longer
than did children prescribed either antacid. The
risk of fracture was 17% greater for those taking
them for up to 4 months, but that increased to a
50% greater risk for children taking both antac-
ids for longer than 338 days.

“A couple of decades ago, we thought these
medications were super safe, that there could
be no problem with them,” Dr. Malchodi said,
suggesting that their availability over the count-
er for adults may contribute to that perception.
“With this growing evidence, there’s at least a lot
more caution about using them,” she said.

Because the study relied on prescriptions for
antacids, the researchers could not take into
account which children actually took the ant-
acids. Another limitation was their inability to
consider other potential confounders, such as
socioeconomic status or comorbidities that may
later increase the risk of fracture. Further, exclu-
sion of 6 months of follow-up after one fracture
may have missed new fractures in that time
period. Using a military cohort, on the other
hand, meant having a geographically and socio-
economically diverse population with less risk of
care bias because all the children had universal
health care coverage.

No external funding was used. Dr. Malchodi
reported having no disclosures.

ginews@gastro.org
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7,694 were prolonged corticoste-
roid users and 1,879 were new to
anti-TNF therapy. Among patients
with ulcerative colitis, 3,224 were
long-term corticosteroid users and
459 were new anti-TNF users.

The researchers found that the
weighted annual incidences of
death per 1,000 Crohn’s disease
treated patients were 21.4 for those
using anti-TNF therapy and 30.1 for
those with prolonged corticoste-
roid use. For those with ulcerative
colitis, these figures were 23.0 and
30.9, respectively.

significantly reduced in Crohn'’s
disease patients who used anti-TNF
therapy (odds ratio, 0.78; 95%
confidence interval, 0.65-0.93).
However, the benefit was not as
pronounced in ulcerative colitis.
“We did not see the same effect
for ulcerative colitis but for mortali-
ty, it was in the same direction, with
a hazard ratio of 0.87,” he said.
Among the Crohn'’s disease pa-
tients, anti-TNF therapy was associat-
ed with lower rates of major adverse
cardiovascular events (OR, 0.68; 95%
CI, 0.55-0.85) and hip fracture (OR,
0.5; 95% CI, 0.34-0.83), which were

statistically significant. The use of an-
ti-TNF therapy also reduced the risk
of stroke in Crohn’s disease patients
(OR, 0.72; 95% CI, 0.51-1.03), but
there was also an increase in the risk
of cancer (OR, 0.27; 95% CI, 0.98-
1.65). Both of these findings nearly
reached statistical significance.

In the model that censored for
any of the secondary outcomes, the
lower mortality risk was attenuated
and very close to a null result (OR,
0.97; 95% CI 0.63-1.47).

Dr. Lewis also pointed out that in
some of their models, the magnitude
of benefit with anti-TNF therapy ap-
pears to be greatest in the patients

Digestive Disease Week® is jointly
sponsored by the American Associ-
ation for the Study of Liver Diseases
(AASLD), the American Gastro-
enterological Association (AGA)
Institute, the American Society for
Gastrointestinal Endoscopy (ASGE),
and the Society for Surgery of the
Alimentary Tract (SSAT).

Dr. Lewis has disclosed financial
relationships with Takeda, Pfizer,
Lilly, Gilead, Johnson and Johnson,
Samsung Bioepis, AbbVie, and Dark
Canyon Laboratories.

ginews@gastro.org
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Twice-daily tofacitinib induces UC remission

BY HEIDI SPLETE

Frontline Medical News

10-mg dose of tofacitinib
twice daily was significantly
more effective than placebo

for inducing remission in ulcerative
colitis (UC) patients, based on data
from a group of three randomized
trials totaling approximately 1,500
adults. The findings were published
online in the New England Journal

of Medicine (2017;376:1723-36).
The series of OCTAVE studies
(Oral Clinical Trials for Tofacitinib
in Ulcerative Colitis) included adults
with moderately to severely active
UC. Patients were randomized to 10
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mg of tofacitinib, 5 mg tofacitinib, or
placebo. The studies were conducted
over a 4-year period, at 144 sites for
OCTAVE 1, 169 sites for OCTAVE 2,
and 297 sites for OCTAVE Sustain.

The primary endpoints of the
OCTAVE 1 and OCTAVE 2 induction
studies were remission at 8 weeks
(defined as a Mayo score of 2 or less,
with no subscore less than 1 and a
rectal bleeding subscore of 0). The
primary endpoint of OCTAVE Sustain
was remission at 52 weeks.

In both OCTAVE 1 and OCTAVE 2,
the remission rates at 8 weeks were
significantly higher in the 10-mg
tofacitinib groups, compared with
the placebo groups (18.5% vs. 8.2%,
respectively; 16.6% vs. 3.6%, respec-
tively). The rate of remission at 52
weeks was significantly higher in the
5-mg and 10-mg tofacitinib groups
(34.3% and 40.6%, respectively)
than in the placebo group (11.1%)
in OCTAVE Sustain.

In addition, rates of mucosal heal-
ing were greater in the tofacitinib
group than in the placebo group at 8
weeks and 52 weeks.

“Pharmacokinetic results in the
OCTAVE trials did not indicate
a decrease in plasma tofacitinib
concentrations during the course
of treatment at any given dose in
individual patients,” noted William
J. Sandborn, MD, AGAF, of the Univer-
sity of California, San Diego, and his
colleagues.

In OCTAVE 1, serious adverse
events occurred in 4.2% and 8.0%
of patients in the 10-mg and place-
bo groups, respectively. In OCTAVE
2, they occured in 3.4% and 4.1%
of the 10-mg and placebo groups,
respectively. The rate of serious
adverse events in OCTAVE Sustain
was 5.1%, 5.6%, and 6.6% in the
10-mg, 5-mg, and placebo groups,
respectively. Tofacitinib was associ-
ated with increased lipid levels and
higher rates of overall infection and
herpes zoster infection, compared
with placebo.

The study was supported by Pfiz-
er. Lead author Dr. Sandborn and
several coauthors disclosed financial
relationships with multiple compa-
nies including Pfizer.

ginews@gastro.org
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Indomethacin slashes post-ERCP pancreatitis risk

Drug benefits primary sclerosing cholangitis patients.

BY MICHELE G. SULLIVAN

Frontline Medical News
AT DDW 2017

CHICAGO - Rectal indomethacin
reduced by 90% the risk of post-
procedural pancreatitis in patients
with primary sclerosing cholangitis.

The anti-inflammatory has al-
ready been shown to reduce the
risk of acute pancreatitis after en-
doscopic retrograde cholangiopan-
creatography (ERCP) in a general
population, Nikhil Thiruvengadam,
MD, said at the annual Digestive
Disease Week®. Now, his retrospec-
tive study of almost 5,000 patients
has shown the drug’s benefit in
patients with primary sclerosing
cholangitis (PSC), who are at par-
ticularly high risk of pancreatitis
after the procedure.

The study also identified some
patient characteristics that fur-
ther increase the risk for post-
ERCP pancreatitis (PEP), said Dr.
Thiruvengadam of the University
of Pennsylvania, Philadelphia.

“A prior history of PEP and a
difficult initial cannulation were
significant risk factors for devel-
oping PEP” he said. “Indomethacin
significantly reduced this risk,
and our findings suggest that fu-
ture prospective trials studying
pharmacological prophylaxis of
PEP - including rectal indometha-
cin - should be powered to be able
detect a difference in PSC patients,
and they should be included in such
studies.”

In 2016 Dr. Thiruvengadam and
his colleagues showed that rectal
indomethacin significantly reduced

the risk of PEP by about 65% in a
diverse group of patients, includ-
ing those with malignant biliary
obstruction (Gastroenterology.
2016;151:288-97). This new study
used an expanded patient cohort
but focused on those with PSC,
who run a higher risk of PEP be-

“A prior history of PEP and a
difficult initial cannulation
were significant risk
factors for developing PEP.
Indomethacin significantly
reduced this risk.”

cause they require multiple ERCPs
for diagnosis, stricture removal,
and cholangiocarcinoma screening.

The study comprised 4,764
patients who underwent ERCP
at the University of Pennsylvania
from 2007 to 2015; of these, 200
had PSC. Rectal indomethacin was
routinely administered to patients
beginning in June 2012. The pri-
mary outcome of the study was
post-ERCP pancreatitis. The sec-
ondary outcome was the severity
of post-ERCP pancreatitis.

PEP was about twice as common
in the PSC group as in the overall
cohort (6.5% vs. 3.8%).

Moderate-severe PEP also was
twice as common (4% vs. 2%).

Dr. Thiruvengadam broke down
the cohort by indication for ERCP.
These included PSC as well as liver
transplant, choledocholithiasis,
benign pancreatic disease, bile

ESG is less invasive procedure

Surgery from page 1

LSG, and 67 to LAGB. Patient de-
mographic characteristics, includ-
ing age, sex, and diabetes, were
similar among the three groups.
However, patients in the LSG group
had a higher average BMI than did
the LAGB and ESG groups (47.3
kg/m?, 45.7 kg/m?, and 38.8 kg/
m?, respectively). In addition, the
incidence of hypertension, and
hyperlipidemia was significant-
ly higher in each of the surgical
groups than in the ESG group (P
less than .01).

The average postprocedure hos-

pital stay was 0.13 days for ESG
patients, compared with 3.09 days
for LSG patients and 1.68 days for
LAGB patients. ESG also had the
lowest cost of the three proce-
dures, averaging $12,000 for the
procedure, compared with $22,000
for LSG and $15,000 for LAGB, Dr.
Sharaiha reported at the annual Di-
gestive Disease Week.

After 1 year, patients in the LSG
group had the greatest percentage
of total body weight loss (29.3%),
followed by ESG patients (17.6%)
and LAGB patients (14.5%). Rates

leaks, and ampullary adenoma. PSC
patients had the highest risk of de-
veloping PEP - almost 3 times more
than those without the disorder
(odds ratio, 2.7).

Among PSC patients, age, gender,
and total bilirubin were not associ-
ated with increased risk. A history
of prior PEP increased the risk
by 17 times, and a difficult initial
cannulation that required a pre-cut
sphincterotomy increased it by 15
times.

“Interestingly, dilation of a com-
mon bile duct stricture reduced the
odds of developing PEP by 81%,”
Dr. Thiruvengadam said.

He then examined the impact of
rectal indomethacin on the study
subjects. Overall, PEP developed
in 5% of those who didn’t receive
indomethacin and 2% of those who
did. In the PSC group, PEP devel-
oped in 11% of those who didn’t
get indomethacin and less than 1%
of those who did.

Indomethacin was particularly
effective at preventing moderate-
severe PEP, Dr. Thiruvengadam
noted. In the overall cohort,
moderate-severe PEP developed
in 3% of unexposed patients
compared to 0.6% of those who
received the drug. The difference
was more profound in the PSC
group: None of those treated with
indomethacin developed moder-
ate-severe PEP, which occurred in
9.3% of the unexposed group.

Generally, patients who under-
go a sphincterotomy are at lower
risk for PEP, Dr. Thiruvengadam
said, and this was reflected in the
findings for the overall group: PEP
developed in 3% of the untreated
patients and 0.5% of the treated
patients. Post-sphincterotomy

of leaks, pulmonary embolism
events, and 90-day readmission
were not significantly different
among the groups.

The study results do not imply
that ESG will replace either LAGB
or LSG for weight loss, Dr. Sharaiha

patients with PSC, however, were
still at an increased risk of PEP.
Indomethacin significantly mit-
igated this - no patient who got
the drug developed PEP, com-
pared with 10.5% of those who
didn’t get it.

A series of regression analyses
confirmed the consistency of these
findings. In an unadjusted model,
rectal indomethacin reduced the
risk of post-ERCP PEP by 91% in
patients with PSC. A model that ad-
justed for common bile duct brush-
ing, type of sedation, and common
bile duct dilation found a 90% risk
reduction. Another model that con-
trolled for classic risk factors for
PEP (age, gender, total bilirubin,
history of PEP, pancreatic duct in-
jection and cannulation, and pre-cut
sphincterotomy) found a 94% risk
reduction.

“We additionally performed a
propensity score matched analysis
to account for potential unmea-
sured differences between the two
cohorts, and it also confirmed the
results found and demonstrated
that indomethacin significantly re-
duced the odds of developing PEP
by 89%),” Dr. Thiruvengadam said.

He had no financial conflicts of
interest to disclose.

Digestive Disease Week® is
jointly sponsored by the Amer-
ican Association for the Study
of Liver Diseases (AASLD), the
American Gastroenterological
Association (AGA) Institute, the
American Society for Gastrointes-
tinal Endoscopy (ASGE), and the
Society for Surgery of the Alimen-
tary Tract (SSAT).

msullivan@frontlinemedcom.com
On Twitter @Alz_gal

financial conflicts to disclose.

DDW is jointly sponsored by the
American Association for the Study
of Liver Diseases (AASLD), the Amer-
ican Gastroenterological Association
(AGA) Institute, the American Soci-
ety for Gastrointestinal Endoscopy

The study results do not imply that ESG will replace either
LAGB or LSG for weight loss, but the results suggest
that ESG is a viable option for some patients.

noted, but the results suggest that
ESG is a viable option for some
patients.

Dr. Sharaiha had no relevant

(ASGE), and the Society for Surgery
of the Alimentary Tract (SSAT).
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Misoprostol effective for aspirin-induced Gl bleeding

BY ROXANNE NELSON

Frontline Medical News
AT DDW 2017

CHICAGO - Misoprostol could be a treatment
option for healing intestinal bleeding that is as-
sociated with regular aspirin use, a small study
showed.

Compared with placebo, it was superior in
healing small bowel ulcers. A total of 12 patients
who received misoprostol had complete heal-
ing at 8 weeks, compared with 4 in the placebo
group (P=.017).

“Among patients with overt bleeding or ane-
mia from small bowel lesions who receive con-
tinuous aspirin therapy, misoprostol is superior
to placebo in achieving complete mucosal heal-
ing,” said lead author Francis Chan, MD, profes-
sor of gastroenterology and hepatology at the
Chinese University of Hong Kong, who presented
the findings at the annual Digestive Disease
Week®.

Millions of individuals use low-dose aspirin
daily to lower their risk of stroke and cardio-
vascular events, but they face a risk of gastroin-
testinal bleeding. In fact, Dr. Chan pointed out,
continuous aspirin use has been associated with
a threefold risk of a lower GI bleed.

“But to date, there is no effective pharmaco-
logical treatment for small bowel ulcers that are

associated with use of low-dose aspirin,” he said.
Misoprostol is a synthetic prostaglandin E1
analog that is indicated for reducing the risk of
nonsteroidal anti-inflammatory drug-induced
gastric ulcers in individuals who are at high
risk of complications from gastric ulcers. In
their study, Dr. Chan and his colleagues as-

“Among patients with overt bleeding or
anemia from small bowel lesions who
receive continuous aspirin therapy,
misoprostol is superior to placebo in
achieving complete mucosal healing.”

sessed the efficacy of misoprostol for healing
small bowel ulcers in patients with GI bleeding
who were using continuous aspirin therapy.
The primary endpoint was complete mucosal
healing in 8 weeks, and secondary endpoints in-
cluded changes in the number of GI erosions.
The double-blind, randomized, placebo-con-
trolled trial included 35 patients assigned to
misoprostol and 37 to placebo. All patients
were on regular aspirin (at least 160 mg/day)
for established cardiothrombotic diseases and
had either overt bleeding of the small bowel or
anemia. They had a score of 3 (more than four

erosions) or 4 (large erosion or ulcer) that was
confirmed by capsule endoscopy.

Those randomized to the active therapy arm
received 200 mg misoprostol four times daily,
and all patients continued aspirin 80 mg/day
for the duration of the trial. During the study
period, concomitant NSAIDs, proton pump
inhibitors, sucralfate, rebamipide, antibiotics,
corticosteroids, or iron supplement was pro-
hibited.

A follow-up capsule endoscopy was performed
at 8 weeks to assess mucosal healing, and all im-
ages were evaluated by a blinded panel.

The intention-to-treat population included all
patients who took at least one dose of the study
drug and returned for follow-up capsule endos-
copy (n=72).

In this population, 33% of patients in the
misoprostol group and 10.5% on placebo had
complete mucosal healing at 8 weeks.

“For the secondary endpoint of changes in
small bowel erosions, there was a significant dif-
ference between the misoprostol group and pla-
cebo group with a P value of .025,” said Dr. Chan.

The study was supported by a competitive
grant from the Research Grant Council of Hong
Kong. Dr. Chan reported relationships with As-
traZeneca, Eisai, Pfizer, and Takeda.
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CLINICAL CHALLENGES AND IMAGES

The diagnosis

Answer to “What's your
diagnosis?” on page 2:
Eosinophilic gastroenteritis
Colonic (Figure D) and esopha-
geal (Figures E and F) mucosal
biopsies were obtained, which
showed dense eosinophilic in-
filtrate of the esophageal and
rectal submucosa and the rectal
deep mucosa. These findings
were consistent with eosino-
philic gastroenteritis (EGE),

AGA INSTITUTE

mural type. She was empirically
treated with 2 doses of ivermectin
given the concern for possible un-
derlying parasitic infection given
her country of origin, and she was
started on oral prednisone 40
mg/d. Eosinophilia and symptoms
improved rapidly with this regi-
men. One month after discharge,
her parasitic serology was notable
for antifilarial immunoglobulin
(Ig) G and IgG4 being positive. At
2-month follow-up, she felt well
and denied any abdominal pain or
distention with resolution of her
peripheral eosinophilia.

The diagnosis of EGE is usually
made by endoscopic biopsy show-
ing proliferation of eosinophils in

areas of the gastrointestinal tract
where eosinophils are uncommon
(e.g., esophagus, small bowel).! It
is associated with allergy or ato-
py, and eosinophil-predominate
ascites is a rare presentation of
EGE.? Eosinophilic ascites in the
context of postpartum EGE has
been described at least twice in
case reports.? It should be noted
that eosinophilic infiltration of the
gastrointestinal tract may be pres-
ent in certain conditions, including
[gE-mediated food allergies and
inflammatory bowel disease. Al-
though certain dietary restrictions
can rarely lead to resolution of
EGE, systemic steroids are most
often used and lead to improved

symptomatic response.

Our patient’s positive filarial
serology, although not associated
with EGE in the literature, is the
first known documented asso-

ciation between likely filariasis
and EGE. She is presently being
further evaluated for active filarial
parasitemia and consideration of
diethylcarbamazine therapy.
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HCV incidence in young women doubled 2006-2014

BY BIANCA NOGRADY

Frontline Medical News

he incidence of hepatitis C virus infection

in reproductive-age women has doubled

between 2006 and 2014 while the number
of acute cases increased more than threefold,
according to data published in the Annals of In-
ternal Medicine.

Researchers analyzed data from the Nation-
al Notifiable Diseases Surveillance System
(NNDSS) from 2006 to 2014 and the Quest Di-
agnostics Health Trends national database from
2011 to 2014, finding 425,322 women with
confirmed HCV infection, 40.4% of whom were
aged 15-44 years.

The incidence of acute and past or present
infection in reproductive-aged women doubled,
from 15,550 in 2006 to 31,039 in 2014, and the
number of acute cases increased from 249 in
2006 to 848 in 2014.

Around half of all acute infections were in
non-Hispanic white women, and of the 2,069
women with available risk information, 63% ac-
knowledged injection drug use (Ann Intern Med.
2017 May 8. doi: 10.7326/M16-2350).

The analysis also found 1,859 cases of hep-
atitis C infection in children aged 2-13 years.

AGA Resource

The AGA HCV Clinical Service Line provides
tools to help you become more efficient, un-
derstand quality standards and improve the
process of care for patients. Learn more at
http://www.gastro.org/patient-care/condi-
tions-diseases/hepatitis-c.

According to the Quest data, the proportion of
children with current hepatitis C infection was

3.2-fold higher in children aged 2-3 years than in

those aged 12-13 years.

Commenting on this age difference, Kathleen
N. Ly, MPH, from the Centers for Disease Con-
trol and Prevention, and her coauthors noted
that it may have been the result of decreased
testing over time in children already known to
have chronic hepatitis C infection, or could be
caused by spontaneous remission of infection,
which is more common in infants and children
than in adults.

The rate of infection among pregnant women
tested for hepatitis C virus between 2011 and
2014 was 0.73%, which the authors calculated
would mean that overall, 29,000 women with
hepatitis C virus infection gave birth during that
period across the United States. Based on data
from a recent systematic review and meta-
analysis, which found a likely mother-to-child
transmission rate of 5.8/100 live births, they es-
timated that 1,700 infants were born with hepa-
titis C infection during that period.

“In contrast, only about 200 childhood cases
per year are reported to the NNDSS, which may
suggest a need for wider screening for HCV in
pregnant women and their infants, as is rec-
ommended for HIV and hepatitis B virus,” the
authors wrote. “However, recommendations for
screening in pregnant women and clearer test-
ing guidelines for infants born to HCV-infected
mothers do not exist at this time.”

The study was supported by the CDC. One au-
thor was an employee of Quest Diagnostics, but
no other conflicts of interest were declared.
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ecognizing hepatitis C infection in preg-

nant women and neonates is possible,
and clinical trials of antiviral therapy may
show safety and efficacy in pregnant wom-
en and in children. Rather than silence,
HCV infection calls out for public health ac-
tion directed at all aspects of the epidemic,
including consideration of screening preg-
nant women. At the very least, screening of
pregnant women for HCV infection risk fac-
tors, as well as risk-based testing, requires
more emphasis. Another issue in need of
attention is the lack of authoritative,
consensus-based recommendations for the
identification, testing, and case manage-
ment of newborns of infected mothers.

Much work lies ahead to eradicate HCV,

starting with resources for public health
surveillance to monitor incidence and prev-
alence and to fully characterize the infection
in the population. Strategies to effectively
prevent or cure infection in reproductive-
age women and their sexual and nee-
dle-sharing partners are critical.

Alfred DeMaria Jr., MD, is from the Massa-
chusetts Department of Public Health. These
comments are taken from an accompanying
editorial (Ann Intern Med. 2017 May 8. doi:
10.7326/M17-0927). No conflicts of interest
were declared.

Norfloxacin improves short-term advanced cirrhosis survival

BY SARA FREEMAN

The survival benefit was lost by 1

and showed that fewer infections

although several other small-sized

Frontline Medical News

AMSTERDAM - Prolonged oral
treatment with norfloxacin im-
proved the survival of patients with
Child-Pugh class C liver disease
versus no antibiotic prophylaxis in
a randomized, double-blind, place-
bo-controlled, phase Il multicenter
trial.

Fewer patients (15.3% vs.
24.5%) treated with norfloxacin
for 6 months died by the 6-month
mortality primary endpoint than
did those treated with placebo,
with a hazard ratio of 0.59 (95%
confidence interval, 0.35-0.99; P =
.047) favoring prolonged antibiot-
ic treatment. Adjustments for the
concomitant use of nonselective
beta-blockers and corticosteroids
did not greatly alter the significance
of the findings (adjusted HR, 0.58;
95% CI, 0.34-0.98; P =.042).

year of follow-up, however, suggest-
ing that perhaps treatment needs
to continue beyond 12 months, ac-
cording to author Richard Moreau,
MD, of Hopital Beaujon, Clichy;,
France, who
reported the re-
sults at a meet-
ing sponsored
by the European
Association for
the Study of the
Liver.

“The results of
this study pro-
vide evidence
that 6 months
of norfloxacin therapy reduces the
risk of death in the short term, but
not in the long term,” he observed
in an official EASL press release.

The occurrence of infections at
6 months and 12 months were
secondary outcomes of the study

-~ g

DR. MOREAU

overall (23.9% vs. 35.0%, P =.04)
had occurred in the norfloxacin
group versus the placebo group at 6
months, which was sustained at 12
months, suggesting an overhanging
effect of the antibiotic treatment.
There was no difference between
the groups in the incidence of oth-
er secondary endpoints including
septic shock, systolic blood pres-
sure, liver transplantation, kidney
dysfunction, encephalopathy, and
variceal bleeding at 6 months, Dr.
Moreau reported on behalf of the
NORFLOCIR study group.
Norfloxacin is a fluoroquinolone
antibiotic and earlier data (Gas-
troenterology. 2007;133:818-24)
had suggested that its prolonged
use could improve survival in
patients with advanced cirrhosis
significantly at 3 months and non-
significantly at 12 months. This
was a small study, however, and

trials followed, the long-term use
of fluoroquinolone therapy to im-
prove outcomes in patients cirrho-
sis remained debated,” Dr. Moreau
said during his presentation of the
study’s findings.

There was also the concern that
such prolonged antibiotic use
might up the risk for infection
with gram-positive bacteria, he
observed, but the current study’s
finding showed that this was not
the case. The cumulative incidence
of gram-positive (3.4% vs. 8.1%, P
=.08) infections was numerically
although not significantly lower in
the antibiotic-treated patients at 6
months while the cumulative inci-
dence of gram-negative infections
was significantly lowered (3.2% vs.
13.0%, P less than .005).

The study does have its lim-
itations, Dr. Moreau conceded.

Continued on following page



Long-term albumin shows survival benefit in cirrhosis

BY SARA FREEMAN

Frontline Medical News

AMSTERDAM - Long-term treat-
ment with human albumin im-
proved the overall survival of
patients with decompensated liver
cirrhosis, compared with standard
medical care, in a randomized, con-
trolled trial presented at the Inter-
national Liver Congress.

The final results of the ANSWER
study showed that a 38% reduc-
tion in the risk of death could be
achieved at 18 months’ follow-up
by giving patients human albumin,
with an overall survival of 78% vs.
66% in the two groups, respectively
(hazard ratio, 0.62; 95% confidence
interval, 0.40-0.95; P =.028).

“Long-term albumin administra-

Continued from previous page

Fewer patients were recruited
than anticipated, 291 rather than
a planned sample size of 392
patients, which was caused by a
combination of factors - slow re-
cruitment, termination of funding,
and time expiry of the trial drug.
Nevertheless, the study findings
are strengthened by the fact it was
conducted in 18 centers through-
out France and that liver trans-
plantation was taken into account
as a potential competing risk.

During the trial, 144 patients
with Child-Pugh class C cirrhosis
were randomized to receive oral
norfloxacin at a dose of 400 mg/
day and 147 were randomized
to a matching placebo daily for 6
months. Patients were followed for
6 additional months.

Just 3% of patients were lost to
follow-up by the time of the pri-
mary endpoint assessment at 6
months, with just over half (55%)
modifying their consent and almost
half (46%) discontinuing the study
because of death (15%), liver trans-
plant (9%), elevated systolic blood
pressure (9%), or patient decision
(12%).

Patients included in the study
were mostly middle-aged (55 years
or older), male (more than 65%),
and had alcoholic cirrhosis (greater
than 74%) or alcoholic hepatitis
(39%), with around 88% having
ascites.

Dr. Moreau had nothing to dis-
close. The study was sponsored by
the French government.

ginews@gastro.org

tion to patients with decompensated
cirrhosis may be seen as a disease-
modifying treatment,” said the pre-
senting study author, Mauro Bernar-
di, MD, professor in the department
of medical and surgical sciences at
the University of Bologna (Italy).

Not only was the overall survival
improved, but there was improve-
ment in the management of ascites,
a reduction in the incidence of se-

vere complications (such as spon-
taneous bacterial peritonitis, renal
dysfunction, and hepatic encepha-
lopathy), a reduction in the number
of hospitalizations and duration of
in-hospital treatment, and a signal
for improved quality of life, he said.
“We know that it is good to give
albumin as an infusion in many,
many circumstances,” Frank Tacke,
MD, PhD, who was not involved in

the study, said at a press briefing
at the meeting, sponsored by the
European Association for the Study
of the Liver.

“What we did not know before
was if there was a role for giving
albumin - which is unfortunately
quite expensive - for a longer pe-
riod of time in patients with liver
cirrhosis,” said Dr. Tacke, EASL

Continued on following page
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vice-secretary and professor of
medicine in the department of gas-
troenterology, metabolic diseases
and intensive care medicine at Uni-
versity Hospital Aachen (Germany).
Although long-term treatment with
human albumin is relatively expen-
sive, particularly because it requires
weekly infusion, Dr. Bernardi noted
that the cost of treatment could be
offset by the reduction in paracente-
sis, duration of hospitalization, and

reduced need for treating patients
with complications, compared with
standard medical care.

“The idea of supplying albumin to
patients with advanced cirrhosis is
quite an old one, and there is long
debate. The point is that a reliable
study that could resolve this was
simply lacking up to now,” Dr. Ber-
nard said at the briefing.

The results could mean that
patients with decompensated cir-
rhosis now have a much-needed
therapeutic option. These patients

have “a very poor prognosis,” Dr.
Bernardi said. The 1-year probabili-
ty of survival is about 20%, and the
only curative therapy at present is
liver transplantation.

A total of 440 patients, most of
whom were male, average age 61
years, with cirrhosis and uncompli-
cated ascites were randomized at 33
[talian centers to standard medical
treatment alone (n = 213) or with
human albumin (n = 218) given at
an infused dose of 40 g twice a week
for the first 2 weeks, then 40 g every
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week. The albumin was provided by
five pharmaceutical companies and
sent to a central location for generic
relabeling and distribution out to
the participating trial centers.
Significantly fewer patients who
were given human albumin than
those who were not (66% vs. 38%,
Pless than .001) needed at least one
paracentesis. The incidence rate for
the removal of peritoneal fluid in
the standard medical treatment arm
was 3.5/person per year. There was
a 54% reduction in this rate by the
addition of human albumin (hazard
ratio, 0.46; 95% confidence interval,
0.40-0.53; P less than .0001). There

was a significant 46% reduction in
the incidence of refractory ascites
(48% vs. 25%, P less than .0001).

Patients who received standard
medical treatment plus albumin
needed fewer hospitalizations and
fewer days of in-hospital care per
person per year than did those in
the standard care-only arm. The use
of human albumin reduced the num-
ber of hospital stays by 35% (HR,
0.65; 95% CI, 0.55-0.77; P less than
.0001) and the duration of days in
hospital by 45% (HR, 0.55; 95% CI,
0.52-0.58; Pless than .0001).

Although not statistically sig-
nificant, a trend for greater im-
provements and fewer decreases
in quality of life, measured via the
EQ-5D visual assessment scale, at 3,
6, and 12 months, was seen with the
use of human albumin.

Four patients had adverse drug
reactions: two were mild allergic
reactions, and two were potentially
life-threatening septic shock that
needed intensive care treatment. One
of the latter cases might have been
caused by pneumonia, and the other
required study interruption. But in all
cases the patients recovered.

The Italian Drug Agency funded
the study. Dr. Bernardi had acted as
a speaker for and consultant to CLS
Behring and Baxter Healthcare, and
as a speaker to the Plasma Protein
Therapeutics Association’s Europe
division, Grifols, Gilead Sciences, and
AbbVie Italia. Dr. Tacke had nothing
to disclose.
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ADVERTISEMENT

Persistent diarrhea:

are there faster diagnostic pathways?*

Persistent diarrhea is a common condition associated with
multiple etiologies, which can make it challenging to diagnose
the underlying cause!? A new advancement that streamlines

the diagnostic pathway could help healthcare providers consider
condition-specific treatment early for their patients.

Current challenges

The differential diagnosis for persistent
diarrhea is extensive! It is also not
uncommon for patients to have more
than 1 potentially causative factor.® The
etiology of persistent diarrhea can include
numerous infectious causes, including
parasites (eg, Giardia and Cryptosporidium)
and bacteria (eg, Escherichia coli,

Shigella, and Campylobacter), and

viruses (eg, norovirus).* There are also
multiple noninfectious causes, including
inflammatory bowel disease (IBD), celiac
disease, irritable bowel syndrome (IBS),
and bile acid malabsorption (BAM), which
may be more prevalent than previously
believed.*®

As a result, diagnosis of persistent diarrhea
can be a slow process,'* and some patients
may suffer longer than necessary. Having
to order multiple tests may also be
inconvenient for both healthcare providers
and patients.

Convenient all-in-one testing is
now available

Now there is a stool and serum test that
may help healthcare providers diagnose
many common causes of persistent diarrhea
all at 1time for added convenience. The
PROMETHEUS® IBcause™ Diagnostic Test
helps physicians diagnose common causes
of persistent diarrhea—including intestinal
inflammation, celiac disease, IBS, multiple
pathogens, and BAM!469** |Bcause can also
help clinicians determine if a multifactorial
gastrointestinal condition may be irritating
the bowel and causing persistent diarrhea,
something that could remain unrecognized
with sequential testing or empiric
treatment.®

Combines multiple stool and
serum assays***

IBcause evaluates a unigue combination of
20 stool and serum measures all at 1time,
which may help clinicians get to a diagnosis
faster and a specific treatment plan sooner
(compared to sequential testing and empiric

treatment). It quickly helps identify both
infectious and noninfectious causes of
persistent diarrhea in 1 easy-to-order test
that is convenient for both clinicians and
their patients.

Addition of BAM assay provides a more
complete view*

Bile acid diarrhea is coommon in patients
who have ileal-specific Crohn’s disease or
have undergone ileal resection surgery.©
Perhaps lesser known is that BAM

may affect up to 50% of patients with
unexplained persistent diarrhea® BAM is
also a condition that is often overlooked or
is misdiagnosed as diarrhea-predominant
irritable bowel syndrome (IBS-D).>" Some
have suggested that IBS-D patients who
fail standard therapy should be evaluated
for possible BAM. A challenge is that

the standard test for measuring bile acid
diarrhea (the selenium homocholic acid
taurine test, or SeHCAT) is not readily
available in the United States, thereby
hindering proper diagnosis.®

IBcause features a proprietary assay for
BAM that is not available elsewhere to test
for elevated 7o-hydroxy-4-cholesten-3-
one (7C4) plasma levels, which have been
associated with BAM.©

IBcause represents an important
advancement for IBS-D patients who have
not had success with standard therapy
and can now be evaluated for BAM© In

a study where serum 7C4 levels were
measured in IBS-D patients (n = 26), IBS
with constipation patients (IBS-C, n = 26),
and healthy subjects (n = 26), the IBS-D
patients had increased hepatic bile acid
synthesis, and greater levels of excreted
bile acid were detected in stools collected
for over 2 days.?

Tests for 14 types of pathogens

IBcause allows clinicians to simultaneously
test for multiple pathogens that may
present concurrently in patients with
persistent diarrhea, including 8 types of
bacteria, 3 types of parasites, and 3 types

of viruses. Due to advanced polymerase
chain reaction (PCR)-based amplification,
IBcause is faster and more sensitive than
conventional culture-based stool-testing
methods. Clinicians can use IBcause to rule
out > 90% of acute diarrhea-causing agents,
including bacterial toxins.*™®

Utilizing IBcause can help clinicians
streamline the diagnostic pathway for
patients who present with persistent
diarrhea.” For more information, visit
IBcause.com or call Prometheus Customer
Services at 888-423-5227, Option 1, for
additional information.

Learn more at IBcause.com

*Compared to sequential testing with standard workup for
persistent diarrhea.

**|Bcause is recommended for patients with ongoing diarrhea
(which may be referred to as persistent or chronic).

***Assays can also be ordered separately and all results should
be used in combination with other clinical findings.

References: 1. Juckett G, Trivedi R. Evaluation of chronic diarrhea

Am Fam Physician. 2011;84(10):1119-1126. 2. Navaneethan U, Giannella
RA. Definition, epidemiology, pathophysiology, clinical classification, and
differential diagnosis of diarrhea. In: Guandalini S, Vaziri H, eds. Diarrhea:
Diagnostic and Therapeutic Advances. New York, NY: Humana Press;
2011:1-31. 3. Data on file, Prometheus Laboratories Inc. 4. DuPont HL.
Persistent diarrhea: a clinical review. JAMA. 2016;315(24):2712-2723.

5. Pattni S, Walters JR. Recent advances in the understanding of bile
acid malabsorption. Br Med Bull. 2009;92:79-93. 6. Gujral N, Freeman
HJ, Thomson AB. Celiac disease: prevalence, diagnosis, pathogenesis
and treatment. World J Gastroenterol. 2012;18(42):6036-6059.

7. Hodges K, Gill R. Infectious diarrhea: cellular and molecular mechanisms
Gut Microbes. 2010;1(1):4-21. 8. Spiller R, Lam C. An update on post-
infectious irritable bowel syndrome: role of genetics, immune

activation, serotonin and altered microbiome. J Neurogastroenterol
Motil. 2012;18(3):258-268. 9. Barkun AN, Love J, Gould M, Pluta H,
Steinhart H. Bile acid malabsorption in chronic diarrhea
pathophysiology and treatment. Can J Gastroenterol. 2013;27(11):653-
659. 10. Camilleri M. Bile acid diarrhea: prevalence, pathogenesis, and
therapy. Gut Liver. 2015;9(3):332-339. 11. Walters JR. Defining primary
bile acid diarrhea: making the diagnosis and recognizing the disorder.
Expert Rev Gastroenterol Hepatol. 2010;4(5):561-567. 12. Wong BS,
Camilleri M, Carlson P, et al. Increased bile acid biosynthesis is associated
with irritable bowel syndrome with diarrhea. Clin Gastroenterol Hepatol.
2012;,10(9):1009-1015. 13. Luminex [package insert]. Toronto, ON, Canada
Luminex Molecular Diagnostics, Inc.; 2014. 14. Luminex Corporation.
xTAG® Gastrointestinal Pathogen Panel (GPP). 2014. 15. Morinaga v,
Kawamoto Y, Nishimura F, et al. Evaluation of a multiplex nucleic acid
test for detection of gastrointestinal pathogens; utility of Luminex XTAG
GPP. Poster presented at: Interscience Conference on Antimicrobial
Agents and Chemotherapy; September 10-13, 2013; Denver, CO.

PROMETHEUS, the Link Design, For the person in every patient, and
IBcause are trademarks or registered trademarks of Société des Produits
Nestlé S.A. Vevey, Switzerland.

©2017 Société des Produits Nestlé S.A. Vevey, Switzerland.
All rights reserved. IBC17008 03/17

A Nestlé Health Science Company

Prometheus diagnostic services provide important information to aid in
the diagnosis and management of certain diseases and conditions. How
this information is used to guide
patient care is the responsibility
of the physician.

c’ PROMETHEUS®

Assays and methods within this Therapeutics & Diagnostics
test may be covered by one or
more US pending or issued

patents. For details, please go

to www.prometheuslabs.com.

tient®

For the person i
9410 Carroll Park Drive

San Diego, CA 92121
888-423-5227 + 858-824-0896 fax
www.prometheuslabs.com



BY FRED B. ROSENBERG, MD, LAWRENCE
S. KIM, MD, AGAF, AND SCOTT R.
KETOVER, MD, AGAF

The practice of gastroenterology is
challenging for community physi-
cians, those employed in multi-spe-
cialty clinics or large health care
systems, and those in academic
health centers. Unique challenges
confront independent GI practices,
and there are mounting regula-
tory, financial, and operational
barriers. Election results of 2016
have thrown us into an even more
confusing future. In this month’s
column, national GI leaders sum-
marize the major challenges fac-
ing independent practices. Each
leads (or has led) large GI practic-
es, and each has extensive expe-
rience with the policies, politics,
payers, and pitfalls that impact
our specialty. They have written

a clear and helpful article for all
physicians trying to maintain their
independence and patient-focused
practices. I have worked in many
settings from the VA, to small and
then large, independent practices,
within a health system and in two
academic medical centers. There is
much to treasure in every type of
practice and also many challenges.
Physician leaders, both old and
young, need to be informed and
active in shaping medical policy.

John L. Allen, MD, MBA, AGAF
Editor in Chief

hysicians practicing in in-

dependent settings report

greater satisfaction with their
careers compared with those em-
ployed in hospital systems. In a
recent survey,! nearly two-thirds of
independent practitioners strong-
ly agreed with the statement, “I
like being a physician,” compared
with approximately half of those
employed by hospital systems.
The rapid pace of change in care
delivery is forcing all caregivers to
modify how they provide care. For
physicians practicing in indepen-
dent settings, understanding, react-
ing, and adapting to these changes
is especially challenging.

It is particularly difficult for physi-
cians and practices to remain abreast
and cognizant of the ever-changing
rules governing how we deliver care
for our patients. The Digestive Health
Physicians Association was formed 2
years ago to provide an active voice

Challenges facing independent
integrated gastroenterology in 2017
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specifically for independent gastroen-
terology (GI) practices. The mission
of the Digestive Health Physicians
Association is to promote and protect
the high-quality and cost-efficient
care provided in the integrated GI
practice model.

In the past decade, meeting the
goal of the Triple Aim (improving
population health, improving patient
experience of care, and reducing
the per-capita cost of health care)
has become a central tenet of our
national health policy strategy, es-
pecially since the enactment of the
Affordable Care Act. Achieving the
goals of the Triple Aim and com-
plying with the changes and new
requirements challenges all gastro-
enterologists, but particularly those
working in the independent practice
setting, and especially those in small
group practices. The Centers for
Medicare & Medicaid Services (CMS)
recently estimated that, under the
Merit-Based Incentive Payment
System, payment reductions result-
ing from the first year of reporting
in 2017 will occur in 87% of solo
practices, in 70% of groups with 2-9
physicians, and in 60% of groups
with 10-24 physicians.?

Preparing yourself and your prac-
tice for the changes ahead will re-
quire an understanding of the rules,
an assessment of your practice’s
readiness, and the creation of a plan
for compliance to ensure success.

The care model has undergone
major changes in the past decade.
The development of regional
hospital systems has resulted in
increasing numbers of employed
physicians. Independent gastroen-
terology practices also have made
changes in how they provide care.
Vertical integration by independent
practices has been a major, posi-
tive, and continuing development.
As practices have grown more
sophisticated with greater areas
of specialization, they are increas-
ingly capable of providing services
directly to their patients rather
than outsourcing them to exter-

nal providers.
Beginning first
with endoscopic
procedures and
now extending
to anesthesia,
pathology, infu-
sion, and other
critical services,
increased in-
tegration of
services across the entire contin-
uum of care has led to improved
efficiency and care coordination,
benefitting patients with improved
outcomes as well as lower costs to
our health care system.

The benefits and successes of
practice integration, unfortunately,
also have made vertically integrat-
ed practices a target for regulators
and policy makers. Attacks on the
integrated delivery model in gastro-
enterology have at times been sup-
ported, if not directly initiated, by
our own colleagues in the house of
medicine. In this article, we describe
some of the threats and challenges
confronting independent GI practice.

[..
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Anesthesia services

In April 2016, the Florida Society

of Anesthesiologists (FSA) made
headlines by drawing attention to

its role as the relator in a qui tam
(whistle-blower) lawsuit that it had
filed against more than 50 physicians,
Ambulatory Surgery Centers, and
anesthesia entities. This legal action
— which the FSA filed in October
2013 but remained under seal until
earlier this year — alleged that the
defendants perpetrated Medicare
and Medicaid fraud through viola-
tions of the federal Anti-Kickback
Statute and the False Claims Act.

In this lawsuit, the FSA specifically
targeted the company model used to
provide anesthesia services. Based
on publicly available documents, the

Content from this column was
originally published in the “Prac-
tice Management: The Road
Ahead” section of Clinical Gas-
troenterology and Hepatology
(2017;15:335-8).

case currently is in its early stages, al-
though the FSA has made it clear that
it views the lawsuit as a blueprint
for attacking integrated anesthesia
services.

The FSA’s qui tam action in Flor-
ida is part of a broader agenda by

those who seek to undermine the
integrated care model that enables
gastroenterologists and other
physician specialists to integrate
anesthesia services into lawful care
models. A website describing the
Florida qui tam action hailed the
American Society of Anesthesiology
for having “repeatedly petitioned
the Office of the Inspector General,
brought the issue up with Congres-
sional leaders and executive branch
regulators, and provided informa-
tion and legal resources to its mem-
bers.”? These efforts to undermine
integrated, coordinated care at the
federal level also have extended to
the state level, in which efforts have
been made in front of licensing
boards and state legislatures - al-
beit unsuccessfully - to restrict the
integration of anesthesia services.

In-Office Ancillary

Services Exception

The In-Office Ancillary Services
Exception (IOASE) to the federal
physician self-referral statute (the
Stark Law) allows physician prac-
tices to provide certain services,
including diagnostic imaging and
anatomic pathology, in an integrat-
ed and coordinated fashion within
their respective practices when
strict criteria are met.

Not surprisingly, competing provid-
ers of these services have long fought
for the elimination of the IOASE. In
2013, Representative Jackie Speier
(D-Calif.) introduced the Promoting
Integrity in Medicare Act. This bill
sought to eliminate those legal pro-
tections for providing those integrat-
ed medical services under the I0ASE.
Vigorous support for the legislation
was provided by a group called the
Alliance for Integrity in Medicine, a
coalition of organizations including
the College of American Pathologists,
the American Society for Clinical Pa-
thology, the American Clinical Labo-
ratory Association, and the American
College of Radiology. Although that
bill did not even receive a vote during
the last Congress, Representative
Speier has re-introduced it in this
current session, and continues to
lobby aggressively in support of this
legislation. President Obama’s budget
for 2016, as the President’s budget
proposal had done for the past sev-
eral years, also included elimination
of the IOASE provision. Extensive
advocacy efforts by a broad range of
specialty organizations have been

Continued on page 30
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Continued from page 28

instrumental to date in defeating this
proposal. A study commissioned by
the Digestive Health Physicians Asso-
ciation,* using Medicare data, showed
that Gl-related anatomic pathology
services actually increased more
slowly in professional settings (phy-
sician offices and laboratories), at

an annual rate of 1.2% from 2009 to
2013, compared with the outpatient
hospital setting of 3.5% during that
same period. Efforts to restrict prac-
tice integration similarly are being
made at the state level. In California,
legislation to eliminate the IOASE un-
der the State’s self-referral law was
introduced in 2014. Coordinated ef-
forts by California patient- and physi-
cian-interest groups were successful
in educating legislators on the value
of the integrated care mode and the
bill was soundly defeated.

Medicare Part B Drug Benefit

In March 2016, a new threat to in-
tegrated care in GI surfaced when
the CMS released a proposed rule
that would test a new Medicare
Part B payment model for infused
drugs including infliximab and
vedolizumab. Under the proposal,
the CMS would reduce the cur-
rent reimbursement of 6% above

average sales price (ASP) to ASP
plus 2.5%, plus a flat fee of $16.85
per infusion. CMS calculations

in this proposal failed to include
the mandatory 2% sequestration
of Medicare payments under the
Budget Control Act, which means
that the actual reimbursement
will be less than 1% over ASP. Be-
cause many practices are unable
to negotiate discounts for these
drugs, unintended consequences
of this proposal may disrupt care
coordination efforts, resulting in
movement of infusions performed
in the office setting into the more
costly hospital setting. Perversely,
although the stated intent of this
proposal was to reduce incentives
for prescribing more expensive
drugs, infused biologic agents are
actually treatments of last choice
for many inflammatory bowel dis-
ease patients.

Vigorous advocacy by a coalition
of more than 300 medical societies
and patient-interest groups led to a
bipartisan letter signed by over 240
members of Congress expressing
concern that the proposed payment
model was developed without
stakeholder input and would sever-
ly harm patient access to essential
medications. In December 2016,
CMS announced that it was aban-

1. Integration of services is critical to allow independent GI practices
to improve efficiency and care coordination under value-based health

care programs.

2. Examples of integrated services include endoscopy centers, anesthe-

sia, pathology, and infusions.

3. The integrated model faces ongoing regulatory and legislative chal-
lenges, such as to the In-Office Ancillary Services Exception and Stark

Law reform.

4. Gastroenterologists have successfully advocated for the benefits of
the integrated model of care, but continued engagement and collabo-
ration among GI organizations is critical.

doning the proposed rule.

Stark Law

The Stark Law, commonly known
as the Physician Self-Referral Law,
originally was passed by Congress
in 1989 and was substantially
amended last in 1993. The Stark
Law was enacted to address con-
cerns of potential overuse or in-
appropriate use of services in a
fee-for-service payment system.
Health care delivery has changed
dramatically since the Stark Law
was passed 27 years ago, but this
statute has not kept pace and is
incompatible with new and inno-
vative delivery models that now
mandate a shift from fee-for-service

payment models to value-based
care and the development of
risk-sharing arrangements and
bundling of services. In 2011, the
CMS created a set of waivers for Ac-
countable Care Organizations in the
Medicare Shared Savings Program,
but these waivers do not apply to
many of the alternative payment
models under development by in-
dependent physicians.

In the past year, Congress repealed
the Sustainable Growth Rate formu-
la. Both the Affordable Care Act and
the Medicare Access and Children’s
Health Insurance Program Reautho-
rization Act of 2015 were designed
to move our health care system
away from fee for service (volume)
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and toward payment for value. The
current Stark Law was created to
control arrangements in a fee-for-
service system, but the Stark Law
now obstructs the ability of physi-
cians in independent practices to
coordinate care and work as teams
across specialties and with their col-
leagues who care for patients in oth-
er sites of service such as hospitals
and academic medical centers.

Congress and CMS recently have
heard from dozens of physician orga-
nizations, including all of the GI so-
cieties, about the need to modernize
the Stark Law (by way of updates to
the Stark statute and its correspond-
ing regulations) to keep pace with the
changes in health care delivery and
to ensure successful implementation
of the Medicare Access and Children’s
Health Insurance Program Reautho-
rization Act. The changes sought in-
clude modifications to the definition
of the term group practice to permit
coordinated care across specialties
and sites of service as well as to pro-
mote value-based compensation for
all physicians.

Conclusions

To maximally amplify our voices

as well our ability to effect positive
change, gastroenterologists and other
specialists should be actively engaged
with the GI societies to help influence
those changes proposed. Joining to-
gether will facilitate the adaptation by
practices to change as it is mandated.
The American Gastroenterological
Association has long advocated for
independent practices promoting op-
timal patient care delivery. Working
cooperatively and collectively with
colleagues in all GI professional or-
ganizations will enhance our ability
to advance the best interests of our
patients and our practices.
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