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Dr. Dimitrios A. Koutoukidis and colleagues found in a meta-analysis that
structured weight loss programs improved liver biomarkers in NAFLD.

Formal weight loss
programs improve

NAFLD

BY WILL PASS
MDedge News

or patients with nonal-

coholic fatty liver disease

(NAFLD), formal weight
loss programs lead to statisti-
cally and clinically significant
improvements in biomarkers
of liver disease, based on a
recent meta-analysis.

The findings support
changing NAFLD guidelines
to recommend weight loss
interventions, according
to lead author Dimitrios A.
Koutoukidis, PhD, of the Uni-
versity of Oxford (England)
and colleagues.
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“Clinical guidelines around
the world recommend physi-
cians offer advice on lifestyle
modification, which mostly
includes weight loss through
hypoenergetic diets and in-
creased physical activity,” the
investigators wrote in JAMA
Internal Medicine. “However,
... guidelines rarely specifi-
cally recommend treatment
programs to support weight
loss,” they added.

To investigate associations
between methods of weight
loss and improvements in
NAFLD, the investigators
screened for studies involv-

See NAFLD - page 21
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Appeals court
may strike down

ACA

The individual mandate is the crux.

BY ALICIA GALLEGOS
MDedge News

ppellate judges

appeared to doubt

that the Affordable
Care Act should survive
without the law’s signa-
ture insurance mandate
during oral arguments on
July 9, in a highly watched
legal battle that may up-
end the health care law.

During the 2-hour hear-

ing, a three-judge panel
for the 5th U.S. Circuit
Court of Appeals peppered
attorneys with questions
about whether Congress
intended the ACA to func-
tion without the individual
mandate, and the panel

seemed doubtful the law
can stand if the regulation
is parsed, according to

an audio transcript of the
arguments. As written,
the individual mandate
required that all Ameri-
cans have insurance or pay
a tax penalty. However,
budget legislation in 2017
zeroed out the penalties
associated with the man-
date, rendering it unen-
forceable.

Appeals Judge Kurt
Engelhardt, a President
Trump appointee, asked
defense attorney Samuel
Siegel why Congress failed
to add a clause in the orig-
inal law that would have

See Court - page 22
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AGA remembers Dr. Henry T. Lynch

enry T. Lynch, MD, came

from a humble back-
ground, growing up in a
rough neighborhood in New
York City. He enlisted in
the Navy and served in the
South Pacific during World
War II. Afterward, Dr. Lynch
focused his efforts on com-
pleting his education, which
eventually lead him to the

American
Gastroenterological
Association

medical field.

After obtaining his high-
school equivalency, and
completing his undergradu-
ate degree at the University
of Oklahoma and his mas-
ter’s degree in clinical psy-
chology at the University
of Denver, his path turned
toward the field in which
he would make his thrilling

DDSEP

Digestive Diseases Self-Education Program

and unprecedented discov-
eries. He studied for a PhD
in human genetics at the
University of Texas at Aus-
tin and received his medical
degree from the University
of Texas Medical Branch in
Galveston. He completed
his internship at St. Mary’s
Hospital in Evansville, Indi-
See Dr. Lynch - page 12
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We owe a lot

to scientists like Dr. Henry T. Lynch

t is with great sadness that we note the

passing (June 2, 2019; age 91) of Henry T.

Lynch, MD. Dr. Lynch almost singlehanded-
ly brought attention to the genetic syndrome
that bears his name. In 1913 Aldred Warthin
(pathology chair at the University of
Michigan) first described family “G”,
the family of his seamstress who had
told him that her family all dies of
cancer. She herself succumbed to en-
dometrial cancer. A plaque commem-
orating Dr. Warthin hangs down the
hallway from my office at Michigan.
His report fell into obscurity until
the 1960s when Dr. Lynch arranged
a reunion of family G in Ann Arbor,
leading to a detailed update of the
family in 1971. He recognized the autosomal
dominance of the pedigree pattern.

In 1973, C. Richard Boland, MD (past AGA
President), wrote a medical school thesis en-
titled “A Familial Cancer Syndrome” and sub-
sequently published two papers in which he
first used the term “Lynch syndrome (I and
I1).” Dr. Boland (whose family also carried a
Lynch syndrome variant) spent his career
adding to our molecular and clinical knowl-
edge about nonpolyposis colon cancer syn-
dromes. In the 1990s Vogelstein and others
first described the molecular pathways that
lead to colon cancer - and the rest is history.

[ was a young faculty gastroenterologist at
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the Minneapolis VA Medical Center when one
day my phone rang; it was Henry Lynch. He
wanted to alert me that one of his patients
was coming to me for surveillance colonos-
copy. He explained the importance of what |

We owe a lot to scientists,
clinicians, and thought
leaders like Henry Lynch
who provide us the
scientific basis of the care
we give our patients.

Dr. Allen

was to do and how I should follow this man.
[ was overwhelmed by his attention to his

A 21-year-old woman is diagnosed with auto-
immune hepatitis and is started on prednisone and
azathioprine. Within a week, she develops mid-ab-
dominal pain, radiating to the back, and her lipase
level is 537 U/L.

What alternative therapy may be useful in this pa-
tient?

A. Cyclophosphamide

B. Anakinra

C. Mycophenelate mofetil

D. Infliximab

E. Natalizumab

Which of the following statements regarding
the sensitivity of a radiologic study to detect active
bleeding in the GI tract is most accurate?

A. Bleeding must exceed 0.5 cc/min to be detected

patient (one of thousands) and his kindness
to me. | had the privilege of traveling with
him as visiting professors on a trip to South
America. He was one of the kindest, most
intelligent, and gracious persons [ had ever
met. [ never forgot that experience.

We owe a lot to scientists, clinicians, and
thought leaders like Henry Lynch who pro-
vide us the scientific basis of the care we give
our patients.

John L. Allen, MD, MBA, AGAF
Editor in Chief
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with tagged red blood cell scintigraphy.

B. A positive tagged red blood cell scintigraphy study

accurately shows the location of the bleeding 90%
or more of the time.

C. A bleeding protocol CT scan can detect bleeding at

rates as low as 0.1 cc/min.

D. Angiography is more useful in patients with nor-

mal blood pressure and low transfusion demands.

E. Angiography detects bleeding at rates of 0.5-1 cc/

min.

The answers are on page 13.
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Underwater EMR may be option for colorectal lesions

BY WILL PASS mucosal resection (UEMR) may head trial conducted in Japan. colorectal lesions, reported lead
MDedge News offer cleaner margins than con- UEMR was associated with higher author Takeshi Yamashina, MD, of
ventional EMR without increasing RO and en bloc resection rates than  Osaka (Japan) International Cancer
or intermediate-size colorectal procedure time or risk of adverse was conventional EMR (CEMR) Institute, and colleagues. The study
lesions, underwater endoscopic events, based on a recent head-to- when used for intermediate-size was the first multicenter, random-

ized trial to demonstrate the supe-

riority of UEMR over CEMR, they
noted.

Although CEMR is a well-estab-
lished method of removing sessile
colorectal lesions, those larger than
10 mm can be difficult to resect en
bloc, which contributes to a local
recurrence rate exceeding 15%
when alternative, piecemeal resec-
tion is performed, the investigators
explained in Gastroenterology.

Recently, UEMR has emerged as
“an alternative to CEMR and is re-
ported to be effective for removing
flat or large colorectal polyps,” the
investigators wrote. “With UEMR,
the bowel lumen is filled with water
instead of air/CO,, and the lesion is
captured and resected with a snare
without submucosal injection of
normal saline.”

To find out if UEMR offers better
results than CEMR, the investiga-
tors recruited 211 patients with
214 colorectal lesions at five cen-
ters in Japan. Patients were aged
at least 20 years and had mucosal
lesions of 10-20 mm in diameter.
Based on macroscopic appear-
ance, pit pattern classification with
magnifying chromoendoscopy,
or narrow-band imaging, lesions
were classified as adenoma, sessile
serrated adenoma/polyp, or intra-
mucosal adenocarcinoma. Patients
were randomly assigned in a 1:1
ratio to the UEMR or CEMR group,
and just prior to the procedure,
operators were informed of the
allocated treatment. Ten expert
operators were involved, each with
at least 10 years of experience, in
addition to 18 nonexpert operators
with less than 10 years of experi-
WWW.EIHEPREWS.COW ence. The primary endpoint was

the difference in RO resection rate
between the two groups, with RO

defined as en bloc resection with

histologically negative margins.

Secondary endpoints were en bloc
resection rate, adverse events, and
procedure time.

The results showed a clear win
for UEMR, with an RO rate of 69%,
compared with 50% for CEMR (P =
.011), and an en bloc resection rate
that followed the same trend (89%
vs. 75%; P =.007). Neither median
procedure times nor number of
adverse events were significantly

Continued on following page
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Genomic study reveals five subtypes of colorectal cancer

BY WILL PASS
MDedge News

olorectal cancer can be divid-

ed into five DNA methylation

subtypes that predict molec-
ular and clinical behavior and may
offer future therapeutic targets,
according to investigators.

In 216 unselected colorectal
cancers, five subtypes of the CpG is-
land methylator phenotype (CIMP)
showed “striking” associations with
sex, age, and tumor location, re-
ported lead author Lochlan Fennell,
MD, of the QIMR Berghofer Medical
Research Institute in Queensland,
Australia, and colleagues. CIMP lev-
el increased with age in a stepwise
fashion, they noted.

Further associations with CIMP
subtype and BRAF mutation status
support the investigators’ recent re-
port that sessile serrated adenomas
are rare in young patients and pose
little risk of malignancy. With addi-
tional research, these findings could
“inform the development of pa-
tient-centric surveillance for young
and older patients who present
with sessile serrated adenomas,”
the investigators wrote in Cellular
and Molecular Gastroenterology
and Hepatology.

“CIMP can be detected using a
standardized marker panel to strat-
ify tumors as CIMP-high, CIMP-low,
or CIMP-negative.” In the present
study, the investigators expanded
these three existing subtypes into
five subtypes, allowing for better
prediction of clinical and molecular
characteristics associated with dis-
ease progression.

Initial genomic testing showed
that 13.4% of cases carried a BRAF
V600E mutation, 34.7% were mu-
tated at KRAS codon 12 or 13, and
almost half of the patients (42.2%)
had a TP53 mutation. Sorted into
the three previously described
subtypes, CIMP negative was most

Continued from previous page

common (68.5%), followed by
CIMP low (20.4%), and CIMP high
(11.1%). About two-thirds (66%)
of BRAF mutant cancers were
CIMP high, compared with just 3%
of BRAF wild-type cases (P less
than .0001). KRAS mutated cases
were more often CIMP-low than
KRAS wild-type cancers (34.6% vs.
12.8%; P less than .001).

With use of [llumina HumanMeth-
ylation450 Bead Chip arrays and re-
cursively partitioned mixed model
clustering, five methylation clusters
were identified; specifically, these
were CIMP-H1 and CIMP-H2 (high
methylation levels), CIMP-L1 and
CIMP-L2 (intermediate methylation
levels), and CIMP-negative (low
methylation level). As described
above, methylation level demon-
strated a direct relationship with
age, ranging from CIMP-negative
(61.9 years) to CIMP-H1 (75.2
years). The investigators also re-
ported unique characteristics of
each new subtype. For instance, the
CIMP-H1 cluster had many features
in common with cases of serrated
neoplasia, such as BRAF muta-
tion positivity (73.9%; P less than
.0001).

“BRAF mutations are a hallmark
of the serrated neoplasia pathway,
and indicate that these cancers
probably arose in serrated pre-
cursor lesions,” the investigators
wrote. “We previously showed
that the colonoscopic incidence of
sessile serrated adenomas does
not differ between patients aged
in their 30s and patients who are
much older, whereas BRAF mutant
cancers were restricted to older
individuals, suggesting these BRAF
mutant polyps may have limited
malignant potential in young pa-
tients.”

In contrast with the CIMP-H1
cases, CIMP-H2 cancers were more
often KRAS mutant (54.5% vs.
17.4%). Other findings revealed

enomic, epigenomic, and

transcriptomic information
has revealed molecular subclasses
of colorectal cancer (CRC), which
has refined our under-
standing of the molecu-
lar and cellular biology
of CRC and improved
our treatment of pa-
tients with CRC. Several
reliable and clinically
useful molecular sub-
types of colorectal
cancer have been
identified, including
microsatellite unstable
(MSI), chromosomal
unstable (CIN), CIMP, and CMS
1-4 subtypes. Despite these sub-
stantial advances, it is also clear
that we still only partially grasp
the molecular and cellular biology
driving CRC.

The studies by Fennell et al. pro-
vide new insights into the CIMP
subtype of CRC that address this
knowledge gap. Using a large CRC
cohort and more detailed molec-
ular information than available in
prior studies, they have identified
previously unrecognized CRC
CIMP subtypes that have unique
methylomes and mutation pat-
terns. These five CIMP subclasses
vary with regard to location in the
colon, and frequency of mutations
in KRAS, BRAF, and MS], as well as
alterations in epigenetic regulato-
ry genes. The observations related

Dr. Grady

associations with subtype and
location; for example, CIMP-L1
cases were located equally in the
distal and proximal colon, whereas
CIMP-L2 cases more often localized
to the distal colon and rectum. Of
note for CIMP-negative cancers,
most (62.3%) occurred in the distal
colon, and none had a BRAF muta-
tion.

to differences in frequencies of
MS], and mutations in KRAS and
BRAF help demystify the hetero-
geneity in clinical and cellular
behavior that has been
seen in the broader class
of CIMP cancers. Perhaps
most importantly, their
studies identify plausible
driver molecular alter-
ations unique to the CIMP
subclasses, such as sub-
class-specific mutations
in epigenetic regulatory
genes and activated on-
cogenes. These are prom-
ising novel targets for
chemoprevention strategies and
therapies. Fennell and colleagues
have now set the stage for func-
tional studies of these molecular
alterations to determine their true
role in the cellular and clinical be-
havior of CRC.

William M. Grady, MD, AGAE is the
Rodger C. Haggitt Professor of Med-
icine, department of medicine, divi-
sion of gastroenterology, University
of Washington and the clinical
research division, Fred Hutchinson
Cancer Research Center, both in Se-
attle. He is an advisory board mem-
ber for Freenome and SEngine; has
consulted for DiaCarta, Boehringer
Ingelheim, and Guardant Health;
and has conducted industry-spon-
sored research for Janssen and
Cambridge Epigenetic.

The five methylation subtypes
also showed associations with
consensus molecular subtypes
(CMS) to varying degrees. The two
strongest correlations were found
in CIMP-H1 cancers and CIMP-H2
cancers, which were most fre-
quently classified as CMS1 (69.6%)
and CMS3 (54.5%), respectively.

Continued on following page

different between groups.

Subset analysis showed that UEMR was best
suited for lesions at least 15 mm in diameter,
although the investigators pointed out the su-
perior RO resection rate with UEMR held steady
regardless of lesion morphology, size, location,
or operator experience level.

The investigators suggested that the findings
give reason to amend some existing recom-
mendations. “Although the European Society of
Gastrointestinal Endoscopy Clinical Guidelines
suggest hot-snare polypectomy with submucosal

MDedge.com/gihepnews / August 2019

injection for removing sessile polyps 10-19 mm
in size, we found that UEMR was more effective
than CEMR in terms of better R0 and en bloc re-
section rates,” they wrote. “Hence, we think that
UEMR will become an alternative to CEMR. It
could fill the gap for removing polyps 9 mm [or
larger] (indication for removal by cold-snare pol-
ypectomy) and [smaller than] 20 mm (indication
for ESD removal).”

The investigators explained that UEMR
achieves better outcomes primarily by improv-
ing access to lesions. Water immersion causes
lesions to float upright into the lumen, while

keeping the muscularis propria circular behind
the submucosa, which allows for easier snaring
and decreases risk of perforation. Furthermore,
the investigators noted, water immersion limits
flexure angulation, luminal distension, and loop
formation, all of which improve maneuverability
and visibility.

The investigators reported no external funding
or conflicts of interest.

ginews@gastro.org

SOURCE: Yamashina T et al. Gastro. 2018 Apr 11. doi:
10.1053/j.gastr0.2019.04.005.



HCC surveillance after anti-HCV therapy cost

effective only for patients with cirrhosis

BY WILL PASS
MDedge News

or patients with hepatitis C

virus (HCV)-related cirrhosis

(F4), but not those with ad-
vanced fibrosis (F3), hepatocellular
carcinoma (HCC) surveillance af-
ter a sustained virologic response
(SVR) is cost effective, according to
investigators.

Current international guidelines
call for HCC surveillance among
all patients with advanced fibrosis
(F3) or cirrhosis (F4) who have
achieved SVR, but this is “very un-
likely to be cost effective,” report-
ed lead author Hooman Farhang
Zangneh, MD, of Toronto General
Hospital and colleagues. “HCV-re-
lated HCC rarely occurs in patients
without cirrhosis,” the investigators
explained in Clinical Gastroen-
terology and Hepatology. “With
cirrhosis present, HCC incidence
is 1.4%-4.9% per year. If found
early, options for curative therapy
include radiofrequency ablation
(RFA), surgical resection, and liver
transplantation.”

The investigators developed a
Markov model to determine which
at-risk patients could undergo
surveillance while remaining be-
low willingness-to-pay thresholds.
Specifically, cost-effectiveness was
assessed for ultrasound screenings
annually (every year) or biannually
(twice a year) among patients with
advanced fibrosis (F3) or compen-
sated cirrhosis (F4) who were aged
50 years and had an SVR.

Relevant data were drawn from
expert opinions, medical literature,
and Canada Life Tables. Various
HCC incidence rates were tested,

Continued from previous page

Using CIBERSORT, the investiga-
tors detected a variety of associ-
ations between the five subtypes
and stromal immune cell composi-
tion. For example, CIMP-H1 cases
were enriched for macrophages,
compared with the other sub-
types, except CIMP-L2. Mast cells
showed a stepwise relationship
with subtype; they contributed the
most to the immune microenvi-
ronment of CIMP-negative cancers
and the least to cases classified as
CIMP-H1. A converse trend was
found with natural Killer cells.

6

including a constant annual rate,
rates based on type of antiviral
treatment, others based on stage

of fibrosis, and another that in-
creased with age. The model was
validated by applying it to patients
with F3 or F4 fibrosis who had not
yet achieved an SVR. All monetary
values were reported in 2015 Cana-
dian dollars.

Representative of current guide-
lines, the investigators first tested
costs when conducting surveillance
among all patients with F3 or F4
fibrosis with an assumed constant

with $72,105 per QALY for annual
surveillance.

Including only patients with
F3 fibrosis after interferon-based
therapy, using an HCC incidence of
0.23%, biannual and annual ICERs
rose to $484,160 and $204,708 per
QALY, respectively, both of which
exceed standard willingness-to-pay
thresholds. In comparison, annual
and biannual ICERs were at most
$55,850 and $42,305 per QALY,
respectively, among patients with
cirrhosis before interferon-induced
SVR, using an HCC incidence rate of

‘Our analysis suggests that HCC surveillance is very unlikely to
be cost effective in patients with F3 fibrosis, whereas both annual
and biannual modalities are likely to be cost effective at standard
willingness-to-pay thresholds for patients with cirrhosis.’

HCC annual incidence rate of 0.5%.
Biannual ultrasound surveillance
after SVR caught more cases of
HCC still in a curable stage (78%)
than no surveillance (29%); how-
ever, false-positives were relatively
common at 21.8% and 15.7% for
biannual and annual surveillance,
respectively.

The investigators noted that,
in the real world, some of these
false-positive results are not detect-
ed by more advanced imaging, so
patients go on to receive unneces-
sary RFA, which incurs additional
costs. For this reason, while biannu-
al surveillance was more effective,
it was also more expensive, with an
incremental cost-effectiveness ratio
(ICER) of $106,792 per quality-ad-
justed life-years (QALY), compared

Of note, in CIMP-H1 and
CIMP-H2 cancers, oncogenes were
significantly more likely than tu-
mor-suppressor genes to undergo
gene body methylation, which is
positively correlated with gene
expression, and oncogenes in these
subtypes had significantly greater
gene body methylation than nor-
mal colonic mucosa.

“The five subtypes identified in
this study are highly correlated
with key clinical and molecular
features, including patient age,
tumor location, microsatellite
instability, and oncogenic mi-

up to 1.39% per year.

“These results suggest that bian-
nual (or annual) HCC surveillance
is likely to be cost effective for pa-
tients with cirrhosis, but not for pa-
tients with F3 fibrosis before SVR,”
the investigators wrote.

Costs for HCC surveillance among
cirrhosis patients after direct-acting
antiviral-induced SVR were still
lower, at $43,229 and $34,307 per
QALY, which were far lower than
costs for patients with F3 fibrosis,
which were $188,157 and $111,667
per QALY.

Focusing on the evident savings
associated with surveillance of
patients with cirrhosis, the in-
vestigators tested two diagnostic
thresholds within this population
with the aim of reducing costs fur-

togen-activated protein kinase
mutations,” they wrote. “We show
that cancers with high DNA meth-
ylation show an increased pre-
ponderance for mutating genes
involved in epigenetic regulation,
and namely those that are impli-
cated in the chromatin remodeling
process.”

Concluding, the investigators
explained the role of their research
in future therapy development.
“Our analyses have identified po-
tentially druggable vulnerabilities
in cancers of different methylation
subtypes,” they wrote. “Inhibitors

ther. They found that surveillance
of patients with a pretreatment as-
partate aminotransferase to plate-
let ratio index (APRI) greater than
2.0 (HCC incidence, 0.89%) was as-
sociated with biannual and annual
ICERs of $48,729 and $37,806 per
QALY, respectively, but when APRI
was less than 2.0 (HCC incidence,
0.093%), surveillance was less ef-
fective and more expensive than no
surveillance at all. A similar trend
was found for an FIB-4 threshold
of 3.25.

Employment of age-stratified risk
of HCC also reduced costs of screen-
ing for patients with cirrhosis. With
this strategy, ICER was $48,432 per
QALY for biannual surveillance and
$37,201 per QALY for annual sur-
veillance.

“Our analysis suggests that HCC
surveillance is very unlikely to be
cost effective in patients with F3
fibrosis, whereas both annual and
biannual modalities are likely to be
cost effective at standard willing-
ness-to-pay thresholds for patients
with cirrhosis compared with no
surveillance,” the investigators
wrote.

“Additional long-term follow-up
data are required to help identify
patients at highest risk of HCC
after SVR to tailor surveillance
guidelines,” the investigators con-
cluded.

The study was funded by the To-
ronto Centre for Liver Disease. The
investigators declared no conflicts
of interest.

ginews@gastro.org

SOURCE: Zangneh HF et al. Clin Gas-
troenterol Hepatol. 2018 Dec 20. doi:
10.1016/j.cgh.2018.12.018.

targeting synthetic lethalities, such
as SWI/SNF component inhibitors
for those with ARID mutations,
should be evaluated because these
agents may be clinically beneficial
to certain patient subsets.”

The study was funded by the Na-
tional Health and Medical Research
Council, the U.S. National Institutes
of Health, Pathology Queensland,
and others. The investigators dis-
closed no conflicts of interest.

ginews@gastro.org

SOURCE: Fennell L et al. CMGH. 2019 Apr
4. doi: 10.1016/j.jcmgh.2019.04.002.
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Combo therapy with anti-TNFs and immune
modulators benefits Crohn’s, but not UC

BY WILL PASS
MDedge News

dding an immune modulator (IM) to
anti-tumor necrosis factor (anti-TNF)
initiation therapy benefits patients with
Crohn’s disease (CD) but not those with ulcer-
ative colitis (UC), according to a recent retro-
spective look at more than 1,000 cases.
The study showed that patients with CD who
started combination therapy instead of monother-

Key clinical point

For patients with Crohn’s disease, combina-
tion therapy with an immune modulator and
an anti-TNF agent decreased risk of ineffec-
tiveness by 38%, compared with anti-TNF
therapy alone.

apy had lower rates of treatment ineffectiveness,
experienced longer delays until hospitalization,
and less often needed to switch their anti-TNF
agent, reported lead author Laura E. Targownik,
MD, of the University of Manitoba, in Winnipeg,
and colleagues.

“Current guidelines on the medical manage-
ment of IBD strongly support the use of IMs and
anti-TNFs in combination over anti-TNF mono-
therapy,” the investigators wrote in Clinical Gas-
troenterology and Hepatology. “However, there is
a sparsity of real-world data demonstrating the
incremental benefits of combination therapy.”

The investigators noted that the SONIC trial,
conducted in 2010, showed that patients treated
with combination therapy were more likely to
achieve corticosteroid-free remission at weeks
26 and 50; this became the basis of evidence

wenty years after the approval of the first

anti-tumor necrosis factor (TNF) biologic
agent for the treatment of inflammatory bowel
disease (IBD), patients and providers
are still learning how to optimize
these medications. One optimization
is the use of combination therapy
(immunomodulator and anti-TNF).
Immunomodulators are used inde-
pendently for maintenance of re-
mission of IBD, and they have been
shown to reduce immunogenicity and
improve efficacy when used in combi-
nation with an anti-TNF agent in prior
short-term randomized controlled
trials. However, use of combination
therapy in the real world is not universally prac-
ticed. Data are lacking on the risks and benefits
of long-term use of these agents. Therefore, this
article by Targownik et al. is very timely.

Patients with Crohn’s disease treated with

combination therapy in this population-based co-
hort had improved efficacy including a significant
decrease in treatment ineffectiveness, increased
time to first hospitalization, and increased time
to anti-TNF medication switch. Importantly, a
mixed group of patients who had previously been
on azathioprine monotherapy and those newly
starting this therapy at the time of anti-TNF initi-

Dr. Long

least 16 weeks after initiation; or switching to a
different anti-TNF agent. The investigators also
looked for differences in effectiveness between two
agents from each class: anti-TNF agents infliximab
and adalimumab, and immunomodulators metho-
trexate and azathioprine.

Results showed that patients with CD had

Results showed that patients with CD had higher rates of ineffectiveness-
free survival when treated with combination therapy instead of monotherapy
at 1 year (74.2% vs. 68.6%) and 2 years (64.0% vs. 54.5%). Choice of agent from
either class had no influence on effectiveness of combination therapy.

leading multiple clinical guidelines to recom-
mend combination therapy for patients with CD.

The present study involved 852 patients with
CD and 303 with UC who began treatment with
an anti-TNF agent during 2001-2016. Data were
drawn from the Manitoba Inflammatory Bowel
Disease Epidemiology database.

The main outcome of interest was treatment
ineffectiveness, which was defined by any of the
following four events: acute, IBD-related hospital
admission for more than 48 hours; resective intes-
tinal surgery; corticosteroid use at least 14 days af-
ter initiating anti-TNF therapy, or, if corticosteroids
were used within 16 weeks of anti-TNF initiation,
then subsequent corticosteroid use occurring at

MDedge.com/gihepnews / August 2019

higher rates of ineffectiveness-free survival when
treated with combination therapy instead of
monotherapy at 1 year (74.2% vs. 68.6%) and 2
years (64.0% vs. 54.5%). With a Cox proportional
hazards model, this translated to a 38% reduced
risk of treatment ineffectiveness (adjusted hazard
ratio, 0.62). “This suggests that the findings of
the SONIC trial may extend to real-world clinical
practice, even in patients who had previous IM
exposure,” the investigators noted.

Combination therapy was also significantly
associated with longer time to first IBD-related
hospitalization (HR, 0.53) and the need to switch
anti-TNF agent (HR, 0.63). However, no such rela-
tionships were found for time to resective surgery

ation were included in this cohort (a group sim-
ilar to what we see in real-world practice). Data
on risk factors for disease complications, such
as disease phenotype or severity, were
not available. By contrast, none of the
efficacy associations were improved in
the smaller group of patients with ul-
cerative colitis on combination therapy.
As providers counsel patients on
the benefits and risks of various IBD
treatment choices, these data by Tar-
gownik et al. will inform decisions.
Future research should incorporate
additional means of biologic optimi-
zation, such as the use of therapeutic
drug monitoring and/or risk factor-
based selection of therapeutic agents, to better
inform individualized treatment choices.

Millie D. Long, MD, MPH, AGAE is an associate
professor of medicine in the division of gas-
troenterology and hepatology; Inflammatory
Bowel Diseases Center; vice chief for education;
director, Gastroenterology and Hepatology
Fellowship Program at the University of North
Carolina at Chapel Hill. She has consulted for
Takeda, Pfizer, Janssen, UCB, AbbVie, Salix,
Valeant, and Target Pharmasolutions, and has
received research support from Takeda, Pfizer.

or corticosteroid use. Choice of agent from either
class had no influence on effectiveness of combi-
nation therapy.

In contrast with the above findings, combina-
tion therapy in patients with UC was less prom-
ising, which aligns with previous studies.

“[W]e were not able to demonstrate a sig-
nificant advantage to combination therapy in
persons with UC,” the investigators wrote. “In
addition, all published cohort studies to date have
not been able to confirm a significant benefit to
combination therapy in UC. ... In light of the lower
quality of prior evidence, combined with the re-
sults from our study, the indication for combina-
tion therapy in UC would appear to be weaker”

“Further analyses in larger cohorts may clarify
whether there is a clinically relevant benefit of
combination therapy in persons with UC,” the
investigators concluded. “Because of the dis-
crepancy between our findings and those of a
meta-analysis of cohort studies previously pub-
lished on this topic, confirmation of our results is
required in future studies.”

The study was funded by Crohn’s and Colitis
Canada Grants in Aid of Research and the Helms-
ley Foundation. The investigators reported finan-
cial relationships with AbbVie Canada, Takeda
Canada, Merck Canada, and others.

ginews@gastro.org

SOURCE: Targownik LE et al. Clin Gastroenterol Hepatol.
2018 Nov 15. doi: 10.1016/j.cgh.2018.11.003.



Algorithm predicts villous atrophy in children with
potential celiac disease

BY WILL PASS
MDedge News

new algorithm may be able

to predict which children

with potential celiac dis-
ease will go on to develop villous
atrophy, according to investigators
writing in the August issue of Gas-
troenterology.

The risk model was developed

from the largest cohort of its
kind, with the longest follow-up

Key clinical point

The algorithm correctly classi-
fied, at enrollment, 80% of chil-
dren who did not develop flat
mucosa during follow-up.

to date, reported lead author
Renata Auricchio, MD, PhD, of
University Federico II in Naples,
[taly, and colleagues. Using the
algorithm, which relies most
heavily on a baseline number

of intraepithelial lymphocytes
(IELs) in mucosa, followed by age
at diagnosis and genetic profile,
clinicians may now consider pre-
scribing gluten-free diets to only
the highest-risk patients, instead
of all suspected cases, noting that
more than half of potential cases
do not develop flat mucosa within
12 years.

Development of the algorithm
began with enrollment of 340 chil-
dren aged 2-18 years who were
positive for immunoglobulin A

the study, leaving 280 patients in
the final cohort. These patients
were kept on a gluten-contain-
ing diet and followed for up to
12 years. Every 6 months, the
investigators checked antibodies
and clinical status, and every 2
years, small-bowel biopsy was
performed, if symptoms had not
necessitated this earlier.

After a median follow-up of 60
months, ranging from 18 months
to 12 years, 39 patients (13.9%)
developed symptoms of celiac
disease and were placed on a
gluten-free diet, although they
declined confirmatory biopsy,
disallowing classification of celi-
ac disease. Another 33 patients
(11.7%) were lost to follow-up
and 89 (32%) stopped producing
antibodies, with none going on to
develop villous atrophy. In total,
42 patients (15%) developed flat
mucosa during the follow-up peri-
od, with an estimated cumulative
incidence of 43% at 12 years.

The investigators noted that pa-
tients most frequently progressed
within two time frames; at 24-48
months after enrollment, or at 96-
120 months.

To develop the algorithm, the
investigators performed multivari-
able analysis with several potential
risk factors, including age, sex, ge-
netic profile, mucosal characteris-
tics, and concomitant autoimmune
diseases. Of these, a high number
of IELs upon first biopsy was most
highly correlated with progression
to celiac disease. Patients who

‘The long-term risks of potential celiac disease have
never been accurately evaluated. Thus, before adopting a
wait-and-see strategy on a gluten-containing diet, a final
decision should always be shared with the family.’

endomysial antibodies and had
tested positive twice consecutively
for antitissue transglutaminase
antibodies. Additionally, children
were required to possess HLA
DQ2- or DQ8-positive haplotypes
and have normal duodenal archi-
tecture in five biopsy samples. Be-
cause of symptoms suggestive of
celiac disease or parental discre-
tion, 60 patients were started on a
gluten-free diet and excluded from

8

developed villous atrophy had a
mean value of 11.9 IELs at first
biopsy, compared with 6.44 among
those who remained potential

(P =.05).

The next strongest predictive
factors were age and genetic pro-
file. Just 7% of children less than
3 years developed flat mucosa,
compared with 51% of patients
aged 3-10 years and 55% of those
older than 10 years (P =.007).

hile the simplification of

the diagnostic process for
celiac disease (CD), now heavily
reliant on CD-specific autoanti-
bodies, has made the
life of clinicians easier
in many respects, new
scenarios also have
emerged that are pos-
ing new challenges.
One of them is that a
substantial, growing
portion of subjects
(who may or may
not have symptoms)
present with positive
CD autoantibodies
but a normal duodenal mucosa
(“potential celiac patient”). If
left on gluten, with time some
will develop villous atrophy, but
some won't. What is the clinician
supposed to do with them? The
paper by Auricchio et al. ad-
dresses this issue in a rigorous,
well-structured way by closely
prospectively monitoring a large
series of pediatric patients. Their
conclusions have very useful im-
plications for the clinician. In fact
taking into consideration several
criteria, they found valuable after
a long observation period - such
as age of the child, HLA status,
persistence of elevated CD-spe-

HLA status was predictive in the
group aged 3-10 years but not
significant in the youngest or old-
est patients. Therefore, HLA hap-
lotype was included in the final
algorithm, but with smaller con-
tribution than five non-HLA genes,
namely, [L12a, SH2B3, RGS1, CCR,
and IL2/IL21.

“Combining these risk factors,
we set up a model to predict the
probability for a patient to evolve
from potential celiac disease to
villous atrophy,” the investigators
wrote. “Overall, the discriminant
analysis model allows us to cor-
rectly classify, at entry, 80% of the
children who will not develop a
flat mucosa over follow-up, while
approximately 69% of those who
will develop flat mucosa are cor-
rectly classified by the parameters
we analyzed.”

The investigators noted that IEL
count may be an uncommon diag-
nostic; however, they recommended

Dr. Guandalini

cific autoantibodies, and pres-
ence or absence of intraepithelial
lymphocytes in the initial biopsy
- they concluded that one can
correctly identify at the
beginning four out of five
potential celiac patients
who will not develop vil-
lous atrophy, and thus do
not need to follow a glu-
ten-free diet. Ultimately
however, let’s not forget
that we are still dealing
with percentages of risk
to develop full-blown
CD, not with definitive
certainties. Hence, the
decision of starting a gluten-free
diet or not (and of how often and
in which way to monitor those
who remain on gluten) remains
a mutually agreed upon plan
sealed by two actors: on one side
the patient (or the patient’s fam-
ily); and on the other, an experi-
enced health care provider who
has clearly explained the facts.

In other words, evidence-based
criteria, good old medicine, and a
grain of salt!

Stefano Guandalini, MD, AGAF, is a
pediatric gastroenterologist at the
University of Chicago Medical Cen-
ter. He has no conflicts of interest.

the test, even if it necessitates refer-
ral. “The [IEL] count turned out to
be crucial for the prediction power
of the discriminant analysis,” the
investigators wrote.

“The long-term risks of poten-
tial celiac disease have never been
accurately evaluated. Thus, before
adopting a wait-and-see strategy on
a gluten-containing diet, a final de-
cision should always be shared with
the family”

Still, the investigators concluded
that gluten-free diet “should not
be prescribed indistinctly to all pa-
tients” with potential celiac disease,
as it is a “very heterogenic condi-
tion and is not necessarily the first
step of overt disease.”

The investigators disclosed no
funding or conflicts of interest.

ginews@gastro.org

SOURCE: Auricchio R et al. Gastroenter-
ology. 2019 Apr 9. doi: 10.1053/j.gas-
tr0.2019.04.004.
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NEWS FROM THE AGA

Inside AGA's meeting with FDA on fecal microbiota

transplantation

GA's microbiome leaders recently met with

representatives from FDA's Center for Bio-

logics Evaluation and Research (CBER) to
share clinician and researcher perspectives on fe-
cal microbiota transplantation (FMT) and under-
stand CBER’s current thinking on the regulation
of FMT for the treatment of Clostridioides difficile
(C. difficile) infection. Here are the key takeaways
from AGA's discussion with CBER.

AGA made clear to FDA the needs and con-
cerns of the clinical and research communities
regarding FMT. AGA communicated clinician
concerns about patient access to whole-stool
FMT being restricted or perhaps eliminated
once drugs containing live microbials are FDA
approved. AGA's representatives also shared
concerns about the narrow inclusion criteria
for current clinical trials and whether the new
drugs will be as effective as whole-stool FMT for
vulnerable populations such as the elderly or
immunocompromised, who make up the major-
ity of patients with C. difficile infection but are
often excluded from current trials. Finally, AGA
emphasized the need to encourage innovation in
product development and the importance of per-
forming controlled safety and efficacy studies on
products that can be manufactured predictably
and reproducibly.

All stakeholders agreed that the AGA FMT
National Registry is an important effort to col-
lect short- and long-term data on the safety
and efficacy of FMT. AGA will maintain dialogue
with CBER regarding data from the registry and
lessons learned. Clinicians practicing FMT are
strongly encouraged to participate in the FMT
National Registry, which will follow short- and
long-term outcomes of patients receiving FMT
for up to 10 years. The registry is funded by a
grant from the National Institute of Allergy and
Infectious Diseases at the National Institutes of
Health (award number R24 AlI118629) and is a
partnership of AGA, the Crohn’s & Colitis Foun-
dation, the Infectious Diseases Society of Amer-

ica, and North American Society for Pediatric
Gastroenterology, Hepatology and Nutrition.
CBER is currently working on an update to
the enforcement discretion policy on the use
of FMT for C. difficile infection not responsive
to standard therapies. Agency representatives
noted that all comments will be considered as
the agency finalizes the guidance. The current
enforcement discretion policy has been in
place since July 2013 and was most recently
updated by CBER in a draft guidance in March

CBER is interested in hearing ideas for
novel trial designs that may help address
the challenges of patient recruitment for
clinical trials in C. difficile infection and
other indications for FMT. AGA encourages
members to share their thoughts on this
topic through the AGA Community.

2016. The policy enables clinicians to use FMT
for the treatment of C. difficile infection not re-
sponsive to standard therapies without having
an investigational new drug (IND) application
in place.

Human stool will continue to be regulated as a
drug and biological product. The agency stated
that human stool does not meet the definition of
a tissue and FDA does not intend to change how
it is currently classified.

CBER is interested in hearing ideas for novel
trial designs that may help address the challenges
of patient recruitment for clinical trials in C. diffi-
cile infection and other indications for FMT. AGA
encourages members to share their thoughts on
this topic through the AGA Community.

Following AGA’s meeting with CBER, FDA issued

The father of cancer genetics

Dr. Lynch from page 1

ana, and his residency in internal medicine at the
University of Nebraska College of Medicine. His
first faculty appointment was at The University of
Texas MD Anderson Cancer Center.

In 1967, he accepted a position at Creighton,
in Omaha, Neb., where he would spend the rest
of his storied career. Dr. Lynch was a professor
at Creighton University School of Medicine,
and the founder and director of the Heredi-
tary Cancer Center at Creighton, established
in 1984. He served as chair of the institution’s
Department of Preventive Medicine and Public
Health, and was named the inaugural holder
of the Charles F. and Mary C. Heider Endowed

12

Chair in Cancer Research at Creighton.

A patient he encountered in 1962 - an alcohol-
ic that drank because he believed he would die
of colon cancer since everyone in his family had
- was the catalyst for his groundbreaking work
into the possibility of a hereditary component
to some forms of cancer. During this time, it was
understood that carcinogenic chemicals and vi-
ruses were the primary cause of cancer.

Dr. Lynch provided the first complete descrip-
tion of hereditary nonpolyposis colorectal can-
cer, a form of colon cancer eventually renamed
Lynch syndrome. He continued his research,
eventually identifying a hereditary form of

a safety alert because of the death of a patient
who died from an FMT containing a multi-drug
resistant organism. The agency has since issued
additional requirements for IND holders on stool
donor screening. AGA will continue to engage
with FDA on this issue and share updates as they
become available with all members.

Meeting participants from AGA membership

included:

e Gail A. Hecht, MD, MS, AGAF, immediate past
chair, AGA Center for Gut Microbiome Research
and Education Scientific Advisory Board

¢ Colleen R. Kelly, MD, co-chair, AGA FMT Nation-
al Registry Steering Committee

e Alexander Khoruts, MD, member, AGA Center
for Gut Microbiome Research and Education
Scientific Advisory Board

¢ Gary D. Wu, MD, AGAE, basic research councilor,
AGA Institute Governing Board, and member,
AGA FMT National Registry Steering Committee

Meeting participants from FDA/CBER included:

e Peter Marks, MD, PhD, Director, CBER

e Celia Witten, PhD, MD, Deputy Director, CBER

e Diane Maloney, |D, Associate Director for Poli-
cy, CBER

e Julie Tierney, ]D, Senior Policy Advisor for Stra-
tegic Planning & Legislation, CBER

¢ Marion Gruber, PhD, Director, Office of Vaccines
Research and Review (OVRR), CBER

e Theresa Finn, PhD, Associate Director for Poli-
cy, OVRR, CBER

¢ Doran Fink, MD, PhD, Deputy Director, Clinical,
Division of Vaccines and Related Products Ap-
plications, OVRR, CBER

e Paul Carlson, PhD, Senior Staff Fellow, OVRR

e Lorrie McNeill, Director, Office of Communica-
tion, Outreach and Development, CBER

This meeting took place on May 6, 2019, at the
FDA headquarters in Silver Spring, Md.
ginews@gastro.org

breast and ovarian cancers, melanoma, and
prostate and pancreatic cancers. His efforts also
resulted in one of the world’s largest databases
of family cancer histories.

Dr. Lynch passed away on June 2, 2019, at the
age of 91. AGA members are sharing their sto-
ries and the impact Dr. Lynch had on their work
in the AGA Community - https://community.
gastro.org/groups/community-home/
digestviewer/viewthread?Groupld=25&
MessageKey=bf1e1580-0a05-4840-b800-
0a436bd8346d).

Lucas Franki contributed to this report.
ginews@gastro.org
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Correct answer: C

Rationale

The two standard treatment reg-
imens for AIH include corticoste-
roids (prednisone or prednisolone)
alone, or corticosteroids combined
with azathioprine. The combination
regimen allows for a lower dose of
steroids and fewer side effects with
the same therapeutic efficacy. This
patient appears to have developed
azathioprine-induced pancreatitis,
which is a rare complication more
often seen in patients with Crohn’s
disease treated with azathioprine.
In patients who are intolerant

of azathioprine, mycophenolate
mofetil and calcineurin inhibitors
have been used with success.

There are data supporting the use
of budesonide in place of predni-
sone, but this regimen is not as ef-
fective in patients with cirrhosis or
advanced fibrosis, so it is reserved
for patients with lesser degrees of
liver fibrosis. The TNF-alpha inhibi-
tors are not used to treat AIH, nor is
the IL-1 inhibitor anakinra.

References

1. Czaja AJ. Diagnosis and management of autoim-
mune hepatitis: Current status and future directions.
Gut Liver. 2016;10:177-203.

2. European Association for the Study of the Liver.
EASL Clinical Practice Guidelines: Autoimmune Hepa-
titis. ] Hepatol. 2015:63:971-1004.

3. Manns MP, et al. Diagnosis and management of au-
toimmune hepatitis. Hepatology. 2010;51:1-31.

Correct answer: E

Rationale

Radiographic evaluation is com-
monly employed in the diagnosis
and management of patients with
lower GI bleeding. CT scans, tagged
red blood cell scintigraphy, and an-
giography all have roles in the care
of these patients. Though tagged
red blood cell scintigraphy is the
most sensitive modality at detect-
ing active bleeding, requiring rates
from 0.05-0.1 cc/min, it is relatively
poor at localizing the bleeding, ac-
curately predicting the location in
only 60%-70% of cases. CT scans
have the advantage of being quickly
performed and are widely available.
If extravasation is seen, its location

is also accurately determined. It is
not as sensitive as red blood cell
scintigraphy, however, and requires
bleeding rates of 0.3-0.5 cc/min to
be positive. Angiography has the
advantage of being both diagnostic

best performed in sicker patients
with hypotension and high transfu-
sion demands as it is higher yield in
these situations. Angiography is the
least sensitive of these modalities,
requiring bleeding rates between

Reference

1. Strate LL, Naumann CR. The role of colonoscopy
and radiological procedures in the management of
acute lower intestinal bleeding. Clin Gastroenterol
Hepatol. 2010 Apr;8(4):333-43.

ginews@gastro.org

and potentially therapeutic. It is 0.5 and 1 cc/min to be positive.
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GET INSPIRED TO TRANSFORM IBD CARE
The premier conference for inflammatory bowel disease
(IBD) professionals is headed to Austin, Texas.

Connect with fellow IBD leaders, learn more about

the latest research, and hear what’s on the horizon

in potential treatments. Leave with practical
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Register by September 18
and save up to $200.

Abstract submissions open late August.
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Remember the AGA Research Foundation in your will or living trust

he AGA Research Foundation

provides a key source of fund-

ing at a critical juncture in
young investigators’ career. Secur-
ing the future of the talented inves-
tigators we serve really is as simple
as one sentence. By including a gift
to the AGA Research Foundation in
your will, you can support our mis-
sion tomorrow without giving away
any of your assets today.

dation in your will is a popular gift

to give because it is:

o Affordable. The actual giving of
your gift occurs after your life-
time, so your current income is
not affected.

e Flexible. Until your will goes into
effect, you are free to alter your
plans or change your mind.

e Versatile. You can give a specific
item, a set amount of money or a

also make your gift contingent

upon certain events.

We hope you’ll consider includ-
ing a gift to the AGA Research
Foundation in your will or living
trust. It's simple - just a few sen-
tences in your will or trust are
all that is needed. The official
bequest language for the AGA Re-
search Foundation is: “I, [name],
of [city, state, ZIP], give, devise

Foundation [written amount or
percentage of the estate or de-
scription of property] for its unre-
stricted use and purpose.”

Join others in donating to the
AGA Research Foundation and help
fill the funding gap and protect the
next generation of investigators.

Please contact us for more informa-
tion at foundation@gastro.org or visit
http://gastro.planmylegacy.org/.

Including the AGA Research Foun- percentage of your estate. You can and bequeath to the AGA Research ginews@gastro.org

Top AGA Community
patient cases

hysicians with difficult

patient scenarios bring
their questions to the AGA
Community (https://
community.gastro.org) to

p-agdd community

Crohn’s disease, Inflix-
imab and liver abscess
(http://ow.ly/MehK30p2UZr)
Positive Cologuard test-
ing in patient on blood
thinners
(http://ow.ly/IUXF30p2V12)
Recombinant zoster vac-
cine in IBD patients on
biologics
(http://ow.ly/FWGA30p2V1F)
Hair loss and Crohn'’s
disease
(http://ow.ly/C6Sa30p2V2h)

seek advice from colleagues
about therapy and disease
management options, best
practices, and diagnoses. In
case you missed it, here are
the most popular clinical
discussions shared in the
forum recently:

Access these clinical cas-
es and more discussions at
https://community.gastro.
org/discussions.

AGA journals select new editorial fellows

he AGA journals - Gas-

troenterology, Clinical
Gastroenterology and Hepa-
tology (CGH), and Cellular
and Molecular Gastroenterol-
ogy and Hepatology (CMGH)
- are pleased to announce
their 2019-2020 editorial
fellows.

Gastroenterology

e Feng Su, MD
University of Washington,
Seattle » @FengSu_MD

e Victoria Weis, PhD
Wake Forest School of Medi-
cine, Winston-Salem, N.C.

CGH

e Austin Chiang, MD, MPH
Sidney Kimmel Medical
College of Thomas Jefferson

University, Philadelphia
@AustinChiangMD

e Jennifer Kolb, MD
University of Colorado An-
schutz Medical Campus,
Aurora

CMGH

e Cambrian Liu, PhD
The Saban Research Insti-
tute, Children’s Hospital Los
Angeles

e Tirthadipa Pradhan-Sundd,
PhD
University of Pittsburgh,
Pennsylvania « @Tirthadipa

The editorial fellows will
be mentored on their re-
spective journals’ editorial
processes, including peer
review and the publication

process from manuscript
submission to acceptance.
They will participate in dis-
cussions and conferences
with the boards of editors
and work closely with the
AGA editorial staff. Addi-
tionally, the fellows will
participate in AGA’s new re-
viewer education program
and will also be offered the
opportunity to contribute
content to their respective
journals. The newly expand-
ed program builds on the
success of the previous 2
years when Gastroenterolo-
gy had an editorial fellow.
The journals’ board of ed-
itors and editorial staff con-
gratulate the fellows.
ginews@gastro.org

CAG Clinical Practice Guideline: Luminal Crohn’s disease

BY CALEB RANS
MDedge News

he Canadian Association of

Gastroenterology has re-

leased a new clinical practice
guideline for the treatment of lumi-
nal Crohn’s disease (CD) in adults.

“In the last decade, treatment

paradigms have changed, recog-
nizing that certain clinical param-
eters carry an increased risk of
progressive and disabling disease,”
wrote Remo Panaccione, MD, of the
University of Calgary (Alta.) and
collaborators. Dr. Panaccione is the
lead author of this practice guide-
line copublished in Clinical Gastro-
enterology and Hepatology and the
Journal of the Canadian Association
of Gastroenterology.
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The expert consensus panel
consisted of 20 voting members,
including both academic and com-
munity gastroenterologists, in
addition to a specialist nurse prac-
titioner. Other nonvoting members
included two GRADE (Grading of
Recommendation Assessment,
Development, and Evaluation) ex-
perts, lay observers, and a patient
representative.

The panel systematically re-
viewed the body of literature for
studies related to the management
of CD in adults. After applying the
search criteria, the team found
that the majority of evidence was
extracted from systematic reviews
and meta-analyses of randomized
trials.

Quality of evidence and risk

of bias were assessed using the
GRADE methodology. The quality
of evidence for each consensus
statement was classified as either
The new guideline

provides evidence-based
recommendations about optimal
treatment approaches for patients
with mild to severe active
luminal CD in an ambulatory
setting, with particular focus

on six major drug classes.

high, moderate, low, or very low,
based on the methodology’s crite-
ria.

The consensus statements were

finalized at a face-to-face meeting
in Toronto held in September 2016.
Prior to completion, a web-based
system was used to allow for anon-
ymous voting on level of agreement
for each consensus statement.

The new guideline provides ev-
idence-based recommendations
about optimal treatment approach-
es for patients with mild to severe
active luminal CD in an ambulatory
setting, with particular focus on
six major drug classes, including
corticosteroids, biologic therapies,
immunosuppressants, 5-aminosa-
licylate, antibiotics, and other ther-
apies.

The consensus group recom-
mended against the use of 5-amino-
salicylate or antibiotics as induction

Continued on page 17
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Pediatric luminal Crohn’s disease guideline issued

BY CALEB RANS
MDedge News

new clinical practice guide-

line for the treatment of

luminal Crohn’s disease (CD)
in children has been released by the
Canadian Association of Gastroen-
terology.

The new guideline provides evi-
dence-based recommendations re-
garding optimal medical treatment
strategies for achieving clinical
remission based on a multi-item
assessment of disease activity in
pediatric patients with luminal CD.
The guideline does not address sur-
gical management, diagnosis, psy-
chosocial therapies, preventative
health considerations, or growth
monitoring.

“The implications of inadequately
treated CD are of particular impor-
tance in children because of the
potentially serious and irrevers-
ible consequences,” wrote David
R. Mack, MD, of the University of
Ottawa and associates. Dr. Mack
is the lead author of the pediatric
practice guideline copublished in
Gastroenterology and the Journal of
the Canadian Association of Gastro-
enterology.

The consensus group reached its
recommendations based on a sys-
tematic review of the literature for
studies related to the medical treat-
ment of pediatric CD. The majority
of studies were randomized trials
conducted in adults with CD.

“Evidence of efficacy of specific
treatments in achieving mucosal
healing is limited; therefore, “com-

Continued from page 14

or maintenance treatment strate-
gies. Alternatively, they suggested
that corticosteroids, including
budesonide, could be used as in-
duction therapy, but not as mainte-
nance therapy.

“Parenteral methotrexate was
proposed for induction and main-
tenance therapy in patients with
corticosteroid-dependent CD,” they
wrote.

With respect to immunosuppres-
sive therapy, thiopurine agents
could be an appropriate option for
maintenance therapy in certain
low-risk patients, but were not rec-
ommended as induction therapy,
according to the guideline.

In patients who fail with con-
ventional induction therapies, Dr.
Panaccione and colleagues recom-

plete” or “deep” remission (clinical
remission plus mucosal healing)
was not the chosen primary out-
come,” the guideline authors wrote.

The panel recommended that
corticosteroids can be used as in-
duction therapy in children with
moderate to severe disease. More-
over, budesonide may be an ap-
propriate alternative for induction
therapy in patients with mild to
moderate CD.

induction or maintenance therapy
in patients with moderate disease,
and recommended against thiopu-
rines for induction therapy,” they
wrote.

With respect to cannabis-based
products, the panel made a strong
recommendation against the use
of these agents in all pediatric pa-
tients.

In terms of assessment, the team
recommended that patients in

No consensus was reached on the adjuvant use of
immunosuppressants during initiation therapy with a biologic drug,
but the consensus panel recommended against the use of thiopurine
combinations in male patients. Furthermore, no consensus was
reached on the role of vedolizumab or antibiotics for induction

or maintenance therapy, methotrexate for induction therapy, and

the function of aminosalicylates in patients with mild CD.

In contrast, the group recom-
mended against the use of cortico-
steroids as maintenance therapy,
largely because of adverse events
reported with long-term use.

At diagnosis or initial stages of
severe disease, as well as in pa-
tients who have failed with immu-
nosuppressant and corticosteroid
induction strategies, enteral nu-
trition should be used exclusively
for induction therapy. In addition,
anti-tumor necrosis factor biolog-
ics are an appropriate option for
induction and maintenance thera-
py in these patients, according to
the guideline.

“The group recommended against
the use of oral 5-aminosalicylate for

mended that biological treatments,
including ustekinumab, vedolizum-
ab, and anti-tumor necrosis factor
agents, could be used. No consen-
sus was reached on the concomi-
tant use of immunosuppressants
and biologics.

In recent years, an increasing
amount of evidence has empha-
sized the importance of mucosal
healing as a key goal of therapy. In
particular, the use of some thera-
pies can result in mucosal healing
and symptomatic improvement in
certain patients with luminal CD.

In addition, the authors ex-
plained that mucosal healing
has been linked to better clinical
outcomes over the short and long
term. As a result, the recommen-
dations in the guideline target
complete remission, defined as

MDedge.com/gihepnews / August 2019

clinical remission receiving meth-
otrexate or a thiopurine agent as
maintenance therapy should be
evaluated for mucosal healing with-
in 1 year of therapy initiation.

No consensus was reached on the
adjuvant use of immunosuppres-
sants during initiation therapy with
a biologic drug, but the consensus
panel recommended against the
use of thiopurine combinations
in male patients. Furthermore, no
consensus was reached on the role
of vedolizumab or antibiotics for
induction or maintenance therapy,
methotrexate for induction therapy,
and the function of aminosalicylates
in patients with mild CD.

The panel highlighted the impor-

both endoscopic and symptomatic
remission.

“The outcome assessed in most
randomized controlled trials (RCTs)
has been either symptomatic re-
mission or symptomatic response,
with only more contemporary
clinical trials including endoscopic
outcomes,” the guideline authors
wrote.

For this reason, the GRADE cri-
teria-based quality of evidence for
some of the consensus statements
had to be lowered, they noted.

The panel acknowledged the
importance of incorporating pa-
tient perspectives into treatment
decision making; however, they
reported that many gaps in clinical
practice still remain.

“In many instances, factors that
influence patient decisions relating

tance of incorporating patient per-
spectives into treatment decision
making.

“It is hoped that the available in-
formation will enhance the discus-
sion between the clinician and the
patient and enable the patient to
make an evidence-based informed
decision.”

The expert consensus was made
up of 15 voting members that
consisted of pediatric gastroen-
terologists throughout the United
States and Canada, with expertise
in several domains, including clini-
cal epidemiology, nutrition, health
services research, and patient en-
gagement.

Quality of evidence and risk of
bias was assessed using the GRADE
(Grading of Recommendation
Assessment, Development, and
Evaluation) criteria. The quality of
evidence for each consensus state-
ment was denoted as either high,
moderate, low, or very low, based
on the criteria.

The consensus statements were
finalized at an in-person meeting
conducted in Toronto in October
2017.

The guideline was supported
through grant funding provided by
AbbVie and Takeda. The authors
reported financial affiliations with
AbbVie and Takeda, as well as Jans-
sen, Nestle Health Sciences, Shire,
and several others.

ginews@gastro.org

SOURCE: Mack DR et al. Gastroenterolo-
gy. 2019. doi: 10.1053/j.gastro.
2019.03.022.

to therapy choice and goals of ther-
apy are not the same as those of
the treating clinician,” they wrote.
“[Current] surveys indicate a dis-
crepancy between patient and phy-
sician treatment goals.”

In response, the guideline authors
highlighted the importance of im-
proved patient-physician collabora-
tion and patient education.

The guideline was supported
through grant funding provided by
AbbVie, Janssen, Pfizer, and Takeda.
The authors reported financial affil-
iations with AbbVie, Amgen, Baxter,
Janssen, Shire, Takeda, and several
others.

ginews@gastro.org

SOURCE: Panaccione R et al. Clin Gas-
troenterol Hepatol. 2019 Mar 7. doi:
10.1016/j.cgh.2019.02.043.
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Diagnosis and management of
gastric intestinal metaplasia in the

United States

BY DIANA CURRAS-MARTIN, MD,
AND SUSANA GONZALEZ, MD

Introduction

Despite a global decline in the in-
cidence of gastric cancer over the
past 3 decades, it remains the fifth
most commonly diagnosed cancer
and the third most common cause
of cancer deaths worldwide.! In the
United States it is the fourth most
commonly diagnosed GI malignancy,
after colorectal, pancreas, and liver
cancer. The prevalence remains high
in Latin America and Asia, which
has implications in the United
States because of growing Hispanic
and Asian populations.?? In recent
years, a change in the trend of gas-
tric cancer among non-Hispanic
whites has been observed, partic-
ularly in women younger than 50
years old.* Gastric intestinal meta-
plasia has been recognized world-
wide as a premalignant precursor to
gastric cancer, but currently, there
are limited U.S. guidelines, leading
to controversy over management of
this condition.®

astric intestinal metaplasia

(GIM) is being identified
frequently on upper endos-
copy, often incidentally on
biopsies performed for other
indications. However, given
limited U.S. guidelines on this
topic, there remains controver-
sy surrounding management
of these patients after GIM dis-
covery.

In the In Focus article for this
quarter, which is brought to
you by The New Gastroenterol-
ogist, Diana Curras-Martin and
Susana Gonzalez provide an
enlightening overview of GIM
in which they review the risk
factors and types of GIM, classi-
fications of GIM, as well as who
should be screened and how
screening should be done. As
GIM will continually be identi-
fied in practice, understanding
the nuances of managing this
condition is a must for all GIs.

Bryson W. Katona, MD, PhD

Editor in Chief, The New
Gastroenterologist
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Etiology

Gastric adenocarcinomas are clas-
sified into two subcategories based
on location (cardia and noncardia)
and histology (intestinal and diffuse
types).®’ Atrophic gastritis and
gastric intestinal metaplasia (GIM)
are considered precursors of intes-
tinal-type noncardia gastric ade-
nocarcinoma. The Correa cascade

is a commonly accepted precancer
sequence for noncardia gastric
adenocarcinoma that describes mu-
cosal changes from inflammation to
atrophy to metaplasia to intraepi-
thelial neoplasia and culminating in
carcinoma.?? It has been observed
that GIM may be the histologic
change prior to the development of
dysplasia and over 50% of patients
with high-grade dysplasia will prog-
ress to adenocarcinoma.'%1? In the
United States, GIM has the highest
prevalence in African Americans,
Hispanics, and East Asians, with the
overall GIM prevalence regardless
of ethnicity reported from 3.05% to
19.2%.>13

Risk factors and
subclassification
Replacement of the foveolar and/or
glandular epithelium in the oxyntic
and antral mucosa by intestinal
epithelium results in GIM. It can be
focal when limited to one region of
the stomach or extensive when two
or more regions are involved.'* The
main risk factors for GIM develop-
ment are Helicobacter pylori infec-
tion, tobacco, alcohol consumption,
high salt intake, and chronic bile
reflux.>1® Additional risks for
developing gastric cancer include
older age, certain ethnicities, and
male sex.!’

CagA strains of H. pylori can pro-
mote carcinogenesis by inducing
a mitogenic cellular response and
downregulating cell adhesion.'®1°
Less carcinogenic risk is associat-
ed with H. pylori Cag-A negative
strains; however, they also have
oncogenic potential mediated by
expression of babA2 and vacA
genes.?? Hence, the combination of
multiple virulent factors encoded
in babA2, CagA, and vacA genes
has been associated with increased
risk of GIM, inflammation, and de-
velopment of gastric cancer.!®> The
clinical usefulness of genotyping

|

Dr. Curras-Martin is an internal medicine resident at Hackensack
Meridian Jersey Shore University Medical Center. Dr. Gonzalez is
assistant professor of medicine in the division of gastroenterology and
hepatology (@WCM_GlI), Weill Cornell Medicine, New York Presbyterian

Hospital-Cornell.

H. pylori strains specifically to sur-
vey precancerous gastric lesions
remains to be seen because of a
lack of sufficient clinical studies.
In addition, genotyping H. pylori is
not commonly performed as part of
clinical practice.

The loss of parietal cells seen in
atrophic gastritis due to chronic

The combination of multiple
virulent factors encoded

in babA2, CagA, and vacA
genes has been associated
with increased risk of GIM,
inflammation, and development
of gastric cancer.

H. pylori infection has been linked
to the development of metaplasia
due to possible loss of differentia-
tion-promoting factors. As a result,
metaplastic cells emerge that ex-
press spasmolytic polypeptide (SP
or TFF2); hence, this type of meta-
plasia is referred to as spasmolytic
polypeptide-expressing metaplasia
(SPEM). The cellular mechanism
that may explain a precursor role
of SPEM in the development of GIM
remains unknown.!* A second com-
peting theory for the development

of GIM is the clonal expansion of
stem cells in the gastric isthmus
that can lead to dysplasia and can-
cer development.!*

On the basis of histological simi-
larities with small intestinal or co-
lonic epithelium, GIM can be further
classified into complete or incom-
plete intestinal metaplasia.?! Com-
plete intestinal metaplasia most
closely resembles small intestinal
epithelium with a brush border and
goblet cells. Incomplete intestinal
metaplasia resembles the colonic
epithelium and lacks a brush bor-
der. A second classification further
classifies GIM into three subtypes:
Type I contains nonsecretory
absorptive cells and sialomucin
secreting goblet cells; type II has
few absorptive cells, columnar cells
secreting sialomucin, goblet cells
secreting mainly sialomucin but
some sulphomucin, and presence of
Paneth cells; and type III consists of
columnar cells secreting predomi-
nantly sulphomucin, goblet cells se-
creting sialomucin or sulphomucin,
and absence of Paneth cells.!>?? In
this subclassification, type I GIM is
known as complete GIM and types
Il and III as incomplete GIM.?3-25

Multiple studies performed
outside of the United States have
shown a higher progression risk
to gastric adenocarcinoma in in-
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complete intestinal metaplasia, or
type 11l intestinal metaplasia.?®-3?
Also, the risk of gastric cancer has
been demonstrated to be higher
among patients with a greater
area of metaplasia and extensive
intestinal metaplasia, defined as
GIM in both the antrum
and corpus.333* Hence, the
extent of the metaplasia
determined with mapping
biopsies, regardless of the
subtype, should also be
incorporated into the risk
assessment of the patient.
Currently, a major limita-
tion in the United States

is a standardized method
of pathologic reporting
including subclassification
of incomplete versus com-
plete intestinal metaplasia.

Which patients

to screen
Understanding this se-
quence of carcinogene-
sis offers a potential window for
screening and surveillance. Sub-
sequently, early detection of pre-
cancerous mucosal changes would
be more amenable for endoscopic
submucosal dissection (ESD).3>3¢
Currently, U.S. society guidelines do
not specifically address the manage-
ment of GIM. The American Society
for Gastrointestinal Endoscopy
(ASGE) guidelines for management
of premalignant and malignant con-
ditions of the stomach recommend
surveillance in individuals with a
family history of gastric cancer or

of high-risk ethnic background but
with no specific optimal surveillance
interval.3” Also, H. pylori treatment
is recommended if identified, but
empiric treatment in GIM was felt to
be controversial. The AGA recently
sought comments on a proposed
new guideline for the management
of GIM. This guideline should be re-
leased after the comment period and
help address management of GIM in
the United States. In April of 2019,
the European Society of Gastrointes-
tinal Endoscopy (ESGE) updated the
management of epithelial precan-
cerous conditions and lesions in the
stomach (MAPS II) guideline.?® The
MAPS II guideline identifies atrophic
gastritis and intestinal metaplasia

as precancerous lesions. In patients
with moderate to marked atrophy or
GIM affecting both antral and body
mucosa, ESGE recommends endo-
scopic surveillance with high-defi-
nition chromoendoscopy, mapping,
and guided biopsies or at least two
biopsies taken separately at the
lesser and greater curvature of the

antrum and body. H. pylori eradica-
tion was recommended if the patient
tested positive.

Furthermore, MAPS Il proposed
replacing atrophic gastritis (AG)
in the Operative Link on Gastritis
Assessment (OLGA) staging by GIM

Surveillance recommendations according to

MAPS II, April 2019

low-grade dysplasia a repeat in 12
months. Patients with mild to mod-
erate atrophy in the antrum and no
intestinal metaplasia were not felt
to warrant any further surveillance.
(See Figure 1.)

A recent study explored the

High-definition chromoendoscopy-guided biopsies every 3 years

GIM/atrophy
Antrum + corpus

(OLGIM Hll/IV)**

GIM/atrophy in
one area +
family history of
gastric cancer*

*Low-quality evidence. Weak recommendation
**Moderate-quality evidence. Strong recommendation

(OLGIM) as it is considered a more
reliable predictor of an individual’s
gastric neoplasia risk, based on the
interobserver agreement kappa val-
ue 0.6 for AG versus 0.9 for GIM.3°
Five biopsies (two from the antrum,
two from the corpus, and one from
the incisura angularis) are needed
for the OLGA/OLGIM score system
to be considered an accurate pre-
dictor of this risk.3° This is support-
ed by the early findings of gastric
atrophy and GIM in the incisura
angularis.?? In addition, for patients
with GIM only in either the antrum
or the body, a family history of
gastric cancer, incomplete GIM, au-
toimmune gastritis, or persistent H.
pylori infection was felt to increase
the risk to warrant surveillance ev-
ery 3 years. In those patients with
atrophy or GIM in both the antrum
and body with a first-degree rel-
ative with gastric cancer, surveil-
lance was recommended every 1-2
years. Patients with any dysplasia
and a visible lesion should have
staging and resection. With no vis-
ible lesion, a follow-up endoscopy
should be performed in 6 months
with high-grade dysplasia and with

Incomplete
GIM*

Persistent
Helicobacter
pylori gastritis*

CourTEsY DR. CURRAS-MARTIN AND DR. GONZALEZ

cost-effectiveness of noncardia
gastric cancer screening in the
United States stratified by race or
ethnicity with a time horizon of 30
years. The study determined that
performing endoscopic screening
with mapping biopsies in high-risk
patients (non-Hispanic black, His-

A recent study determined that
performing endoscopic screening
with mapping biopsies in
high-risk patients from

50 years of age with continued
surveillance only when indicated
would be cost effective
compared to no screening.

panic, and Asian individuals) from
50 years of age with continued
surveillance only when indicated
would be cost effective compared
to a no-screening strategy. These
patients had sampling performed
via an updated Sydney protocol. If
GIM was found, the patients would

Autoimmune
gastritis

(OLGA lll/IV)**

be enrolled into a 3-year surveil-
lance program. Whereas if dysplasia
was present, the patients would
undergo endoscopic submucosal
dissection or surgical resection and
continue a postresection surveil-
lance schedule.*0*!

How to screen
Previous studies have
found a poor correlation
between the endoscopic
determination of gastric
atrophy and the histologic
diagnosis.*? Several studies
also found that gastric can-
cer was missed on initial
endoscopic examinations.
Sensitivity of endoscopy
to detect gastric cancer
has ranged from 77% to
93%.%34 In the United
States, there is a lack of
standardized quality indi-
cators for upper endosco-
py exams. The ESGE has
suggested several perfor-
mance measures to ensure a quality
endoscopy exam, including accurate
photo documentation, sufficient
procedure time of at least 7 minutes,
adherence to biopsy protocols, and
low complication rates.*® In Asia,
a systematic screening protocol is
used for photo documentation, and
simple techniques such as adequate
air insufflation and irrigation to re-
move mucus are routinely used to
improve the endoscopy exam.*647
The mean time of an endoscopy
exam has also been found to in-
crease the detection of neoplastic le-
sions, as slow endoscopists - with a
mean exam duration of 8.6 + 4.2 min
during upper endoscopy - detected
threefold more neoplastic lesions
than did fast endoscopists.*8

A standardized biopsy approach
is also important when screen-
ing patients. The updated Sydney
protocol has been suggested for
mapping the stomach to screen
for atrophy and GIM. This protocol
recommends two biopsies from the
antrum (at the lesser and greater
curvature), two from the body (at
the lesser and greater curvature),

Continued on following page

CourTEsY DR. CURRAS-MARTIN AND

DR. GONZALEZ

A. High-definition white-light endoscopy shows patient with diffuse gastric intestinal metaplasia. B. NBl image of patient
with diffuse GIM shows ridge and villous appearance. C. High-powered H&E of hiopsy shows intestinal metaplasia.
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research
\aga foundation

Research Funding
Opportunities

The AGA Research Foundation is excited to
announce the start of its 2020 research awards
cycle. This year the foundation will award over $2
million in research funding to support researchers
in gastroenterology and hepatology. The first two
grants open for applications focus on digestive

cancers and are due on Aug. 7, 2019.

AGA-R. Robert & Sally Funderburg Research
Award in Gastric Cancer

Designed for established investigators, this award
provides $50,000 per year for two years (totaling
$100,000) to work on novel approaches in gastric

cancer research.

AGA-Caroline Craig Augustyn & Damian
Augustyn Award in Digestive Cancer

This grant awards $40,000 for one year to an early
career investigator who currently holds a federal or
non-federal career development award devoted to

conducting research related to digestive cancer.
Other grants in the 2019-2020 season include:
® AGA Research Scholar Awards

o AGA-Takeda Pharmaceuticals Research Scholar
Award in IBD

o AGA-Gastric Cancer Foundation Ben Feinstein

Memorial Research Scholar Award in Gastric Cancer

Learn more at gastro.org/research-funding.

Continued from previous page

and one from the incisura.?? This
biopsy protocol was also suggested
in the recent MAPS II update, with
the biopsy of the incisura felt to be
an additional biopsy left to the dis-
cretion of the endoscopist. Notably,
abnormal appearing mucosal areas
should be biopsied separately from
the mapping biopsies.

High-definition endoscopy with
virtual chromoendoscopy is felt to
be better than white-light endosco-
py alone at detecting precancerous
gastric lesions.?8 (See Figure 2.)

In particular, narrow-band im-
aging (NBI) has been studied and
found to increase the diagnostic
yield of GIM and dysplasia com-
pared with white light alone.*®

Narrow-band imaging, in
particular, has been studied
and found to increase the
diagnostic yield of GIM

and dysplasia compared
with white light alone.

Several studies have shown an in-
creased accuracy for the detection
of GIM with magnification NBL>%-52
An unfortunate limitation is the geo-
graphic availability of magnification
NBI: It is not available in the United
States. A multicenter study in Por-
tugal developed a new classification
system for the appearance of pre-
cancerous lesions with NBI and test-
ed its accuracy in endoscopists with
a wide range of NBI experience.
An abnormal mucosal pattern that
showed light blue crests/regular
ridge or a tubulovillous appearance
and a regular mucosal pattern was
found with GIM. An irregular vas-
cular pattern with a white opaque
substance and an absent or irregu-
lar mucosal pattern was most often
found with dysplasia. Furthermore,
the reproducibility of these patterns
was high between endoscopists.>3
Multiple studies have been per-
formed on additional imaging tech-
nologies to enhance the detection
of gastric neoplasia; however, these
technologies are still investigational
and currently not recommended for
screening.>*-57

Serum pepsinogens have been
studied in Europe and Asia as non-
invasive indicators of gastric atro-
phy to determine who should be
screened with endoscopy.”® A low
serum pepsinogen [ level below 70
ng/mL and pepsinogen I/II ratio
below 3 has generally been used to

detect atrophic gastritis and at-risk
populations. However, the studies
performed in Europe and Asia used
different methods for quantifying
pepsinogen levels. Therefore, cutoff
values cannot be generalized for all
assays and should be validated for
the specific tests used.38

Summary

Gastric atrophy and gastric intes-
tinal metaplasia are considered
precancerous lesions with an
increased risk of development of
gastric cancer. H. pylori is a major
risk factor for the development of
GIM. The extent of GIM as well as
the presence of incomplete intes-
tinal metaplasia, or type III intes-
tinal metaplasia has been found

to have the highest gastric cancer
risk. Currently, in the United States,
specific guidelines on endoscop-

ic screening and surveillance for
noncardia gastric adenocarcinoma
based on histological subtype of
GIM, location, and extension are
lacking. The ESGE recently updated
guidelines that recommend sur-
veillance of patients with extensive
atrophy and intestinal metaplasia
or with a significant family history.
Location and extension of intestinal
metaplasia plays a role in increased
risk. Screening should include a
standardized upper endoscopy ap-
proach with high-definition white-
light endoscopy and NBI, at least

a 7-minute examination, adequate
insufflation and cleaning, adequate
photo documentation, and a stan-
dardized biopsy protocol. Further
studies are needed to determine an
appropriate surveillance interval
and standardized pathology report-
ing approach as well.

See references at www.mdedge.com/
gihepnews/new-gastroenterologist.
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Behavioral treatment

NAFLD from page 1

ing behavioral weight loss programs,
pharmacotherapy, or bariatric sur-
gery, alone or in combination. To
limit confounding, the investigators
excluded studies combining weight
loss with other treatments, such as
medications. Weight loss interven-
tions were compared to liver disease
outcomes associated with lower-in-
tensity weight loss intervention or
none or minimal weight loss support,
using at least one reported biomark-
er of liver disease.

The literature search returned 22

AGA Resource

The AGA Practice guide on Obe-
sity and Weight management,
Education and Resources (POW-
ER) paper provides physicians
with a comprehensive, multidis-
ciplinary process to guide and
personalize innovative obesity
care for safe and effective weight
management. Learn more at
https://www.gastro.org/prac-
tice-guidance/practice-updates/
obesity-practice-guide.

eligible studies involving 2,588 pa-
tients. The investigators found that
more-intensive weight loss pro-
grams were associated with greater
weight loss than lower-intensity
methods (-3.61 kg; I? = 95%). Mul-
tiple biomarkers of liver disease
showed significant improvements
in association with formal weight
loss programs, including histolog-
ically or radiologically measured
liver steatosis (standardized mean
difference: -1.48; I = 94%), histo-
logic NAFLD activity score (-0.92;
2= 95%), presence of nonalcoholic
steatohepatitis (OR, 0.14; I = 0%),
alanine aminotransferase (-9.81
U/L; I? = 97%), aspartate transami-
nase (-4.84 U/L; ¥ = 96%), alkaline
phosphatase (-5.53 U/L; I¥ = 96%),
and gamma-glutamyl transferase
(-4.35 U/L; 2 = 92%). Weight loss
interventions were not significantly
associated with histologic liver fi-
brosis or inflammation, they noted.
“The accumulated evidence
supports changing the clinical
guidelines and routine practice to
recommend formal weight loss pro-
grams to treat people with NAFLD,”

Clear support for weight loss programs

ast studies have attempted to

investigate the relationship be-
tween weight loss and nonalcoholic
fatty liver disease (NAFLD), but they
did so with various interventions
and outcomes measures. Fortunate-
ly, the study by Dr. Koutoukidis and
colleagues helps clear up this vari-
ability with a well-conducted sys-
tematic review. The results offer a
convincing case that formal weight
loss programs should be a corner-
stone of NAFLD treatment, based on
improvements in blood, histologic,
and radiologic biomarkers of liver
disease. Since pharmacologic op-
tions for NAFLD are limited, these
findings are particularly important.

Although the study did not re-

veal improvements in fibrosis or
inflammation with weight loss, this
is likely due to the scarcity of trials

the investigators concluded.

The study was funded by the Na-
tional Institute for Health Research
Oxford Biomedical Research Cen-
tre and the Oxford NIHR Collabo-
ration and Leadership in Applied
Health Research. The investigators

with histologic measures or long-
term follow-up. Where long-term
follow-up was available, weight loss
was not maintained, disallowing
clear conclusions. Still, other studies
have shown that sustained weight
loss is associated with improve-
ments in fibrosis and mortality, so
clinicians should feel encouraged
that formal weight loss programs
for patients with NAFLD likely have
life-saving consequences.

Elizabeth Adler, MD, and Danielle
Brandman, MD, are with the Univer-
sity of California, San Francisco. Dr.
Brandman reported financial affilia-
tions with Conatus, Gilead, and Aller-
gan. Their remarks are adapted from
an accompanying editorial (JAMA
Int Med. 2019 Jul 1. doi: 10.1001/
Jjamainternmed.2019.2244).

reported grants for other research
from Cambridge Weight Plan.
ginews@gastro.org

SOURCE: Koutoukidis DA et al. JAMA Int
Med. 2019 Jul 1. doi: 10.1001/jamaint-
emmed.2019.2248.
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What in the ACA is severable?

Court from page 1

allowed ACA components to be severed if such
sectioning was acceptable.

“Congress could have included a severabil-
ity clause when it adopted the ACA in 2010.
Couldn’t it have done so?” Judge Engelhardt
asked during oral arguments. “It seems like it
did the opposite, where it said, ‘This is a com-
plete overhaul, and it set forth a bunch of factual
findings. Couldn’t Congress have said, ‘Oh by the
way, we think all of these provisions are such
excellent ideas and helpful to the public that if
any go by the wayside, then we would want the
remainder to continue to apply’?”

Congress’s silence
on the severing of
the ACA does not
create a presump-
tion against parsing
of the law, argued
Mr. Siegel, who is
representing the
Democratic states
suing to retain the
ACA in Texas v.
United States. He
emphasized that,
in 2017, when Con-
gress terminated
the individual man-
date penalty, it chose not to repeal preexisting
protections or other important reforms insti-
tuted by the ACA.

“With that action, your Honor, Congress ex-
pressed its views that the individual market-
place and indeed the entire Affordable Care Act
can operate without an enforceable individual
mandate,” Mr. Siegel said. “We think that’s all this
court needs to know to resolve the severability
question.”

However, Appellate Judge Jennifer Elrod, a
President George W. Bush appointee to the
court, questioned whether legislators zeroed
out the mandate penalty because they knew the
law could not survive without the core provi-
sion. She surmised that Congress might have as-
sumed, “Aha, this is the silver bullet that’s going
to undo Obamacare.”

Kyle Hawkins, an attorney representing the
Republican-led plaintiff states, meanwhile, ar-
gued the text of the ACA clearly declares the in-
dividual mandate essential to the law and to the
goals that Congress intended to achieve.

“The Obama administration thought of that as
an inseverable clause,” Mr. Hawkins argued. “The
district court directly synthesized those consid-
erations ... and it reached the correct conclusion:
The individual mandate is unconstitutional and
it is inseverable from the remainder of the law.”

Texas v. United States stems from a legal chal-
lenge by a group of 18 Republican state attor-
neys general and two individuals in 2018 who
argue the ACA should be declared unconstitu-
tional. The plaintiffs say that, because budget
legislation in 2017 effectively eliminated the
penalty associated with the mandate, the re-
quirement itself is invalid. Without the mandate,

Ms. Keith
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the entire law must fall, the plaintiffs contend.
The Department of Justice declined to fully de-
fend the law, so 16 Democratic state attorneys
general intervened. In December 2018, a district
court declared the entire ACA to be invalid, a
decision immediately appealed to the 5th U.S.
Circuit Court of Appeals by the Democratic attor-
neys general.

The Trump administration initially agreed that
the mandate was unconstitutional and should
be parsed. Attorneys for the administration
said, if the mandate is found unconstitutional,
the court should also consider finding two oth-
er provisions - the
guaranteed issue and
community rating
requirements - of
the ACA invalid. At
the time, the Trump
administration said
the remainder of the
ACA can stand with-
out the three linked
provisions. The ad-
ministration later
shifted its stance and
asserted that much
of the ACA should
fall because provi-
sions of the law cannot be severed. However, the
DOJ expressed support in keeping some provi-
sion intact, such as certain criminal statutes that
prevent health care fraud.

Most recently, the DOJ has indicated that, if
the ACA is struck down or severed, the deci-
sion should apply only in the 18 plaintiff states
and not to the entire nation. The fickle position
of the Trump administration was questioned
during the Court of Appeals hearing with judges
asking DOJ attorney August Flentje to clarify
why a final ruling should not apply nationwide.

“A lot of this stuff would need to get sorted
out,” Mr. Flentje responded. “And it’s complicat-
ed. How it applies in the states and which parts
can’t be applied at all because they would injure
the states ... that raises a lot of complicated is-
sues which I think [will be determined after] a
final resolution.”

By their line of questioning, the appellate
panel appeared to lean toward the plaintiffs’ po-
sition more so than toward the defendants’, said
Katie Keith, an attorney and health law analyst
who writes about Texas v. United States for the
Health Affairs Blog.

“At least two of the three judges - the only two
that were asking questions - seem very inclined
to at, a minimum, strike down the individual
mandate itself” Ms. Keith said in an interview.
“The conventional wisdom had been that this
court would overturn the lower court’s decision,
and I think folks are walking away, myself in-
cluded, from oral arguments feeling less certain
that that’s going to happen.”

Robert Henneke, general counsel for the Amer-
ican Future at the Texas Public Policy Founda-
tion, said that plaintiffs “had a good day in court”

Mr. Henneke

Bosak Ha’ERI/WIkIMEDIA CoMmMONs/CC BY 3.0

and that the defendants’ arguments seemed to
“hit a thud with the judges.” Mr. Henneke rep-

resents two individual plaintiffs from Texas in
the lawsuit.

“Obamacare is still unconstitutional, and the
three-judge panel seemed to agree with the tri-
al court that the entirety of the law should be
struck down,” Mr. Henneke said in a press con-
ference after oral arguments. “The court really
seemed skeptical with the arguments of the oth-
er side. We had the chance to tell the story of my
clients and how they continue to be hurt by the
Affordable Care Act.”

Whichever way the Court of Appeals rules, the
losing party is expected to appeal to the U.S. Su-
preme Court, Ms. Keith said. If justices accept the
case, a decision could arrive in the summer of
2020, which would coincide with the presiden-
tial election. Another option is for the appellate
court to send the case back to the lower court
for further review, particularly to clear up the
DOJ’s murky position, Ms. Keith said.

“They might send it back to [the lower court]
and say there’s some questions here about
what’s severable,” she said. “The DO]J sort of
struggled to explain what they’re talking about.
So they could remand the case back to Judge
[Reed Charles] O’Connor to say, ‘Figure this out.
Work with the parties. That’s an option.”

A decision by the Court of Appeals is expected
in the next 2 months.

agallegos@mdedge.com

AGA Resource

AGA calls on Congress to enact legislation
that contains essential patient protections
and other improvements to ensure afford-
ability, accessibility, and quality health care
for all Americans. Learn more at https://
www.gastro.org/advocacy-and-policy/
issues-and-news/top-issues/patient-protec-
tions-and-access-to-care.
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Deep sedation did not improve adenoma detection

BY JIM KLING
MDedge News

eep sedation during colonosco-

py did not confer any improve-

ment in the detection rate for
adenomas or polyps in average-risk
patients, based on results from a ret-
rospective analysis at a single institu-
tion that switched from moderate to
deep sedation.

There remains a question as to
whether moderate sedation, such as
benzodiazepine plus opioids, might
affect adenoma detection rate (ADR).
The issue is important in part because
of the recent push to use propofol in
outpatient colonoscopy clinics, ac-
cording to Erica Turse, DO, MPH, of
the University of Missouri-Columbia,
and colleagues.

Previous studies looking at moder-
ate versus deep sedation have yield-
ed mixed results, possibly as a result
of confounding arising from mixed

A strength of the study was
that the populations in both
the moderate- and deep-
sedation groups were similar.

patient populations and conditions.

The current study, published in
Gastrointestinal Endoscopy, aimed to
eliminate potential confounders by
focusing only on average-risk index
colonoscopies, with similar patient
populations in both groups.

The researchers examined data
from a tertiary care outpatient cen-
ter at the University of Missouri,
which switched from moderate to
deep sedation in the spring of 2016.
Moderate sedation was achieved
using midazolam and fentanyl, and
propofol was later used for deep
sedation. The study included a to-
tal of 585 colonoscopies, with 338
patients in the moderate-sedation
group and 247 in the deep-sedation
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group. The overall polyp detection
rate (PDR) was 70.1%, and the ADR
was 41.7%.

The two groups did not significant-
ly differ in PDR (71.9% moderate vs.
67.6% deep, P=.27) or ADR (44.1%
vs. 38.5%; P =.18). Among wom-
en, there was no difference in PDR
(69.3% vs. 64.8%; P = .41) or ADR
(42.2% vs. 32.4%; P =.09). Among

men, the results were the same (PDR,
75.3% vs. 71.4%; P = .56; ADR, 46.6%
vs. 46.7%; P = 1.0).

A strength of the study was that
the populations in both the moder-
ate- and deep-sedation groups were
similar. A weakness is that the study
was conducted at a single center. The
authors called for a randomized, con-
trolled trial to gain more insight into

the benefits of moderate versus deep
sedation.

The study had no external funding;
the authors had no conflicts of inter-
est.

ginews@gastro.org

SOURCE: Turse E et al. Gastrointest En-
dosc. 2019 May 15. doi: 10.1016/j.
gie.2019.05.011.
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Billings Clinic

Billings Clinic is nationally recognized for
clinical excellence. Billings, Montana,
is a friendly college community
located near the magnificent Rocky
Mountains with great schools, safe
neighborhoods and abundant family NONTANA
activities. Exciting outdoor recreation e
is just minutes from home. 300 days
of sunshine every year!

BEST
REOMLCTAS

#1 in Montana

Gastroenterology

We are seeking a BE/BC Gastroenterologist to join our busy, collegial
group. Provide a full spectrum of gastroenterology care to patients
both in the hospital and through outpatient procedures.

Generous loan repayment
-Call 1:6

- State-of-the-art cancer center
nationally recognized for
clinical excellence

Contact: Rochelle Woods - 1-888-554-5922
physicianrecruiter@billingsclinic.org « billingsclinic.com

- Region’s tertiary referral center
« Research opportunities

- “Top 5 Happiest States”
- Gallup, 2018
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Exciting Opportunity for Gastroenterologists in the Land of Enchantment

San Juan Regional Medical Center in Farmington, New Mexico is recruitin?. Gastroenterologists to provide both outpatient and
i

inpatient services. This opportunity not only brings with it a great place to

personalized, compassionate care.

You can look forward to:
- Compensation potential of $800,000
+ Joint venture opportunity
+ Productivity bonus incentive with no cap
+ Bread and Butter Gl with ERCP skills
+ 1:3 call

» Lucrative benefit package, including retirement

- Sign on and relocation
- Student loan repayment
- Quality work/life balance

ve, but it offers a caring team committed to offering
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Are next-generation therapies for IBD ready?

BY UMA MAHADEVAN, MD, AGAF

nfliximab was approved by the
Food and Drug Administration for
Crohn'’s disease (CD) in 1998. In
the following 20 years, there were
eight new biologic or small-mole-
cule agents approved for inflam-
matory bowel disease (IBD), with
dozens more in the pipeline. These
new mechanisms of action include
janus kinase (JAK) inhibition,
sphingosine 1 phosphate receptor 1
modulation, anti-integrins, and in-
hibition of the p19 subunit of IL-23.
Recent studies have tried to
address which agent is most ap-
propriate for which patient. First,
we must define the endpoints of
therapy - endoscopy, histology, or
patient-reported outcomes? Then we
need to understand how to achieve
these endpoints. Combined immu-
nosuppression with infliximab and
azathioprine was superior to each

alone in the SONIC trial (N Engl ] Med.

2010;362:1383-95). The CALM study
(Lancet. 2018;390:2779-89) looked
at clinical management (escalation

in therapy for moderate to severe CD
by Crohn’s Disease Activity Index and
prednisone use
versus a treat-to-
target approach
which responded
to C-reactive
protein and fecal
calprotectin).
The treat-to-
target approach
was more likely
to achieve endo-
scopic response
at week 48 (45.9% vs. 30.3%). Early
immunosuppression is also more
likely to reduce hospitalization and
surgery rates as shown in the RE-
ACT Trial (Lancet 2015;386:1825-
34). This year at Digestive Disease
Week®, we can also add the VARSITY
trial (Abstract 416A) which was a
head-to-head comparison of vedoli-

Dr. Mahadevan

zumab to adalimumab for UC. Vedol-
izumab was more likely to induce
clinical remission at week 52 than
adalimumab, suggesting vedolizumab
should be preferred as the first-line
biologic in moderate to severe outpa-
tient UC, particularly given its good
safety profile.

Ustekinumab is FDA approved for
CD. At this year’s DDW we saw that
it is effective for induction and main-
tenance of remission in UC (Abstract
833) and also has an excellent safety
profile. For JAK inhibitors adverse
events of interest have included
herpes zoster and thromboembolic
events. Research has also been fo-
cusing on out-of-the-box therapies
including fecal microbiota transplant
for UC, dietary interventions for IBD,
and allogenic mesenchymal stem
cells for perianal fistulizing CD.

With these new therapies, are
we modifying disease history
and avoiding surgery? The an-
swer seems to be “yes.” Edward

CLASSIFIEDS

Also available at MedJobNetwork.com

L. Barnes, MD, and colleagues
(Abstract 708) used an insurance
dataset to show that the rate of
colectomy for UC was reduced sig-
nificantly between 2007 and 2016.
This may be attributable to biologic
therapy, change in practice guide-
lines, awareness of complications
such as C. difficile, and enhanced
disease monitoring. Surgery should
not be viewed as a failure - a limit-
ed ileocecal resection is more cost
effective with equal or better qual-
ity of life at 1 year, compared with
infliximab therapy, per the random-
ized LiRIC trial (Lancet Gastroen-
terol Hepatol. 2017;2:785-92).

Dr. Mahadevan is professor of med-
icine, University of California at San
Francisco Center for Colitis and Crohn’s
Disease. She has disclosed receiving
grant/research support from Celgene,
Genentech, Pfizer, and Tigenix, and
consulting for AbbVie, Bristol-Myers
Squibb, Gilead, Janssen, and Lilly.

PROFESSIONAL OPPORTUNITIES

e Call 1:8

* Award winning theatre
¢ Excellent restaurants

e (Clean air, clean water

* Job Type: Full-time

You may send your CV to
debbien@gcpcmedford.com

Please check our website at
www.gcpcmedford.com

SOUTHERN OREGON

Gastroenterology Consultants, PC of Medford, Oregon is secking
another BE/BC Gastroenterologist to join our practice.

We are a single specialty group of 8 physicians and 5 mid-level
practitioners located in beautiful Southern Oregon.

* Ownership opportunity in adjacent endoscopic center
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* 5-10 minute commute to work

* Award winning prep school, local university

¢ World-class outdoor activities

e Short trip to Portland, Oregon Coast and San Francisco

For more information, contact

Debbie Nielson at 541-773-5031
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WHERE A LANDSCAPE OF
OPPORTUNITIES AWAITS A
GASTROENTEROLOGIST

Gundersen Health System in La Crosse, Wisconsin
is seeking a BC/BE Gastroenterologist to join its
established medical team.

Practice in our state-of-the-art Endoscopy Center
and modern outpatient clinic. Outreach services are
provided at our satellite clinics located within an
easy drive from La Crosse. In addition, you will have
opportunities for clinical research and will be
actively involved in teaching our Surgical,
Transitional, and Internal Medicine residents.

You'll join a physician-led, not-for-profit health
system with a top-ranked teaching hospital and
one of the largest multi-specialty group practices
with about 700 physicians and associate medical
staff. Visit gundersenhealth.org/MedCareers

Send CV to Kalah Haug
Medical Staff Recruitment
Gundersen Health System
kjhaug@gundersenhealth.org
or call (608)775-1005.

Bl

EEO/AA/Veterans/Disabilities
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HEALTH SYSTEM.
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Microbiome — Impact on health and disease

BY GARY D. WU, MD

he gut microbiota influences

our biology through our muco-

sal immune system as well as
by leading to the production of bio-
active small molecules. I'll describe
how gut microbiota influences colon
cancer, liver disease, the production
of bioactive compounds, as well as
the current status and future pros-
pects of microbiota therapeutics.

The gut microbiota may be a fac-

tor in colon cancer. Studies have
shown that bacterial biofilms are
associated with right-sided colon
cancers in humans. More recently,
a study has shown that mucosal
biofilm formation is carcinogenic
in an animal model, suggesting
that such biofilms may play a role
in the disease pathogenesis. From
the standpoint of the liver, the mi-
crobiome may be a biomarker for
diseases such as cirrhosis and fi-
brosis in patients with nonalcoholic
steatohepatitis. Therapeutically, a
recent study suggests that the func-
tion of gut microbiota can be altered
by introducing an engineered Esch-
erichia coli bacterial strain to treat
hyperammonemia by modifying its
metabolism to overproduce argi-
nine, thereby sequestering ammonia
produced by gut bacteria into the
amino acids (Sci Transl Med. 2019
Jan 16;11[475]. doi: 10.1126/sci-

The changing

BY HASHEM B. EL-SERAG, MD, MPH,
AGAF

hree main changes characterize

the secular trends in the inci-
dence of hepatocellular carcinoma
(HCC) in the United States. First, the
overall incidence and mortality rates
of HCC have been rising for the past
3 decades. Second, Hispanics are dis-
proportionately affected by the HCC
increase and have recently surpassed
Asian Americans as the group at
highest HCC risk. Third, Southern and
Western states have registered higher
incidence rates of HCC than did the
rest of the country.

There are significant racial/ethnic
differences in the population distri-
bution of HCC risk factors, notably
the disproportionately high preva-
lence of metabolic syndrome (e.g.,
obesity, abdominal obesity, and di-
abetes) and nonalcoholic fatty liver
disease (NAFLD) in Hispanics. This

translmed.aau7975). Drug metab-
olism also can be influenced by the
gut microbiota and vice versa. For
example, drugs such as metformin
have effects on the composition of
the gut microbiota in humans. In
turn, the gut microbiota and its me-
tabolites can have an influence on
hepatic drug metabolism, thereby al-
tering xenobiotic pharmacokinetics
and pharmacodynamics.

The production of bioactive small
molecules by bacterial metabolism is
a topic of intense interest in the mi-
crobiome field.
Such small mol-
ecules have been
shown to act as
antibiotics, neu-
rotransmitters,
immune modula-
tors, and ligands
for host recep-
tors. Some of
these small me-
tabolites are gen-
erated through the dietary aromatic
amino acids in which the bacterial
enzymatic pathways are being elu-
cidated. Such small molecules have
a myriad of functions. For example,
indole propionic acid, a bacterial me-
tabolite of tryptophan, can activate
the pregnane X receptor to fortify
intestinal epithelial barrier function,
a pathway that may have relevance to
inflammatory bowel disease.

Dr. Wu

observation may explain some of
the findings in the secular trends of
HCC described above. Most, but not
all, studies have reported modest
increases in relative risk of HCC in
persons with obesity as measured
by body mass index.

However, studies investigating
more specific obesity measures such
as obesity in early adulthood or ab-
dominal obesity reported higher and
more consistent HCC risk in Hispanic
patients than did those using BML

The prevalence of NAFLD in the
United States has doubled over the
last 2 decades, and is estimated to
affect 15%-20% of adults overall, but
up to 30% in adult Texas Hispanics.
Recently, a large cohort study includ-
ing 296,707 patients with NAFLD and
an equal number of matched controls
without NAFLD from 130 facilities of
the Department of Veterans Affairs
found that patients with NAFLD had
several-fold higher HCC risk than
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Probiotics that are found in dietary
supplements represent our currently
available strategy for the prevention
and/or treatment of disease through
the delivery of specific live microbes.
However, there are limitations to
their effectiveness since none have
been approved for the prevention or
treatment of any disease process. Via
an intensive human subject study,
(Cell. 2018 Sep 6;174[6]:1388-405)
investigators have shown that the
mucosally associated microbiota
was a better biomarker for probiotic
engraftment than stool was, where
the response was very personalized.
It’s possible that the personalized
nature of probiotic engraftment may
indicate that “one size may not fit all.”
There will be a technical review and
guideline document published by the
American Gastroenterological Associ-
ation early in 2020.

Currently, the only effective thera-
peutic modality for the treatment of
a human disease by deeply altering
the composition of the gut microbiota
is the use of fecal microbiota trans-
plantation (FMT) for the treatment
of recurrent Clostridioides difficile
infection (CDI). However, there is
now early evidence that FMT might
have efficacy in the treatment of a
disease other than recurrent CDI,
namely ulcerative colitis. Although
the short-term risks for FMT are
low and quantifiable and long-term

controls. The study also reported that
HCC incidence rates for patients with
NAFLD ranged from 1.6 to 23.7 per
1,000 person-years, with the highest
risk among older
Hispanic patients
with cirrhosis.
Approximately
20% of patients
with NAFLD

and HCC had

no evidence of
cirrhosis. Lastly,
type 2 diabetes,
a condition that
also is dispro-
portionately higher in Hispanics than
in other groups in the United States
has been consistently associated with
an approximately twofold increase in
the risk of HCC.

Risk factors for cirrhosis and HCC
in contemporary clinical practice
have shifted from active viral hepa-
titis to resolved hepatitis C infection

Dr. El-Serag

risks are largely hypothetical, there
is a need for caution and regulation
in the practice of FMT. Indeed, long-
term engraftment of bacterial strains
from the donor into the recipient
has been demonstrated. Ultimately,
as the science in the microbiota field
moves forward together with product
development, more sophisticated
microbiota-based therapeutics will
be generated. During this interim
period, the AGA and partner national
societies have developed an FMT Na-
tional Registry to gather information
on FMT practice, assess effectiveness
as well as short- and long-term safety,
and promote scientific investigation.
In conclusion, the field of gut mi-
crobiome research is very dynamic
and exciting with tremendous oppor-
tunities at the intersection between
fabulous science and technology,
clinical practice, and federal regula-
tion involving the practice of FMT,
concurrent with a significant interest
in intellectual property and business.

Dr. Wu is the Ferdinand G. Weisbrod
Professor in Gastroenterology at the
University of Pennsylvania, Phila-
delphia. He has received research
funding from Seres Therapeutics,
Intercept Pharmaceuticals, and
Takeda; is on the scientific advisory
board for Danone and Biocodex;
and does consulting for Hitachi
High-Technologies.

epidemiology of hepatocellular carcinoma

or adequately suppressed hepatitis
B infection as well as alcoholic liver
disease and NAFLD. The shift from
uncommon risk factors that carry

a considerable increased risk of
cirrhosis and HCC (active HCV and
HBV) to more common but weak-
er risk factors (alcohol, NAFLD) is
likely to result in a larger pool of
chronic liver disease patients at risk
for developing cirrhosis and HCC.
However, given that the relative risk
of HCC is lower with these emerg-
ing risk factors, it also will become
increasingly difficult to define the
highest-risk groups in need of in-
terventions or monitoring. There is
a clear need for risk-stratification
tools for these patients.

Dr. El-Serag is the Margaret M. and Al-
bert B. Alkek Chair of the department
of medicine, Baylor College of Medi-
cine, Houston. He is the President of
the AGA Institute. He has no conflicts.
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