
The practice update advises primary care providers to periodically 
review and document complaints that prompt PPI use. 

m
o

n
k

e
y

b
u

s
in

e
s

s
im

a
g

e
s
/T

h
in

k
s

T
o

c
k

AGA Clinical Practice Update: 
Expert Review

Deprescribing PPIs
BY JIM KLING

MDedge News

An American Gastro­
enterological Associ­
ation practice update 

on deprescribing proton­
pump inhibitors (PPIs) 
delineates conditions under 
which drug withdrawal 
should be considered, and 
acknowledges that conver­
sations between physicians 
and patients can be com­
plicated. An inappropriate 
decision to discontinue PPI 
therapy can have significant 
consequences for the pa­
tient, while continued inap­
propriate use raises health 
care costs and may rarely 

lead to adverse effects. 
One purpose of the up­

date is to provide guid­
ance when patients and 
providers don’t have the 
resources to systematically 
examine the issue, especial­
ly when other medical con­
cerns may be in play. The 
authors also suggested that 
physicians include pharma­
cists in the employment of 
the best practices advice. 

“None of these state­
ments represents a radical 
departure from previously 
published guidance on 
PPI appropriateness and 
deprescribing: Our [recom­
mendations] simply seek 

New index 
predicts histologic 
remission for UC

Will serrated polyp detection rates 
be the next CRC metric?

Works well with artificial intelligence

BY HEIDI SPLETE
MDedge News

A higher rate of serrated 
polyp detection was 

associated with a reduced 
risk of postcolonoscopy 
colorectal cancer, based on 

data from nearly 20,000 
patients and 142 endosco­
pists, according to a study 
published in Gastrointes­
tinal Endoscopy (2022 
Mar 8. doi: 10.1016/j.
gie.2022.03.001).

Higher rates of adenoma 

detection reduce the risk of 
postcolonoscopy colorectal 
cancer (PCCRC), but the 
data on detection rates for 
clinically significant serrat­
ed polyps and traditional 
serrated adenomas are 

BY MARCIA FRELLICK
MDedge News

A new score to gauge 
histologic remis­
sion in ulcerative 

colitis (UC), based sim­
ply on the presence or 
absence of neutrophils, 
is effective and easier to 
use than other indices, 
according to authors 
of a study published 
online in Gut (2022 
Feb 16. doi: 10.1136/
gutjnl­2021­326376).

Researchers, led by 
Xianyong Gui, MD, a sur­
gical pathologist at the 
University of Washington, 
Seattle, developed the 
index, called the Padding­
ton International Virtual 

Chromoendoscopy Score 
(PICaSSO) Histologic Re­
mission Index (PHRI). 
They wrote that, when the 
index was plugged into 
an artificial intelligence 
(AI) model, the algorithm 
accurately determined his­
tologic remission. 

“Our preliminary AI 
algorithm differentiated 
active from quiescent 
UC with 78% sensitivity, 
91.7% specificity, and 86% 
accuracy,” the authors 
noted.

Histologic remission 
has been previously 
proposed as a treatment 
target for UC and many 
indices have been de­
veloped to score disease 
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LETTER FROM THE EDITOR 

San Diego, here we come

Iattended my inaugural Digestive Disease
Week® (DDW) in Orlando in 2013 as a first-
year fellow, both excited and somewhat in-

timidated to be giving my first oral abstract 
presentation on an international stage. At that 
time, the only familiar faces at the conference 
were my co-fellows and faculty, along with a few 
welcoming faces from the fellowship interview 
trail. My attendings, on the other hand, couldn’t 

walk more than 100 feet in the conference hall 
without bumping into a smiling colleague! Now 
nearly a decade later, I am pleased to say that 
there are many more familiar faces in the crowd 
as I walk the halls of DDW. Each May, I look for-
ward to meeting up with friends and colleagues 
across the country and the world while learning 
from an outstanding group of GI thought-lead-
ers. While the COVID pandemic has disrupted 
this annual tradition in recent years, for the 
first time since 2019 those who feel comfort-
able will convene in San Diego to see old col-
leagues and meet new ones, learn about exciting, 

practice-changing innovations in our field, and 
enjoy the California sunshine. For those who 
cannot travel, robust DDW virtual offerings are 
planned as well.

A quick look at the 2022 conference schedule 
reveals an astonishing 3,300 oral abstract and 
poster presentations, 400 original lectures, and 
a variety of professional networking events on 
the agenda. The conference weekend will open 
with the AGA Post-Graduate Course, which of-
fers a great opportunity to efficiently brush up 
on your clinical knowledge, guided by leading 
experts in the field. Monday, May 23, will feature 
the AGA Presidential Plenary, with AGA Institute 

President John M. Inadomi, MD, AGAF, and an 
exciting lineup of speakers discussing how best 
to address health care disparities impacting our 
patients and outlining AGA’s recent efforts to 
promote diversity, equity, and inclusion in our 
field. While it is nearly impossible to attend all 
sessions of interest during this whirlwind 4-day 
conference, you can rely on GI & Hepatology 
News to bring you key conference highlights 
over the coming months to ensure you don’t 
miss a beat!

Megan A. Adams, MD, JD, MSc
Editor in chief

Dr. Adams

“Each May, I look forward 
to meeting up with 
friends and colleagues 
across the country and 
the world” at DDW.
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�FROM THE AGA JOURNALS

Crohn’s: Guselkumab shows potential in phase 2 trial
BY BRANDON MAY

MDedge News

Treatment with the hu-
man monoclonal antibody 

guselkumab over 12 weeks was 
shown to be safe and more effec-
tive than placebo in patients with 
moderate to severe Crohn’s disease, 
according to phase 2 trial data 

Conventional first-line therapies 
for Crohn’s disease (CD) often are 
not effective for maintaining clin-
ical remission and are associated 
with significant toxicity concerns, 

wrote study investigator William 
J. Sandborn, MD, AGAF, of the Uni-
versity of California, San Diego, and
colleagues. Guselkumab is a human
monoclonal antibody that selec-
tively inhibits the p19 subunit of
interleukin 23, a cytokine that plays
an important role in gut inflamma-
tion, the researchers wrote. Their
report was published online Feb.
5 in Gastroenterology (2022. doi:
10.1053/j.gastro.2022.01.047).

In the phase 2 GALAXI-1 study, 
Dr. Sandborn and colleagues eval-
uated the safety and efficacy of 
guselkumab in 309 patients with 
moderate to severe CD for at least 
3 months. All patients previously 
had experienced either an inade-
quate response or intolerance to 
convention treatment or biologic 
agents.

Patients were randomly assigned 
to either placebo (n = 61); intrave-
nous guselkumab at doses of 200 
mg (n = 61), 600 mg (n = 63), or 

1,200 mg at weeks 0, 4, and 8 (n = 
61); or a reference arm comprising 
ustekinumab approximately 6 mg/
kg IV at week 0 and subcutaneous 
90 mg at week 8 (n = 63).

The study’s primary endpoint in-
cluded the change from baseline to 
12 weeks in the CD Activity Index 
score. The mean age of the popula-
tion was 38.8 years and the mean 
duration of CD was 8.8 years. 

There were patients in the pri-
mary efficacy analysis set who dis-
continued the study through week 
12. At one point the study was
paused to assess a serious adverse
event of toxic hepatitis in a gusel-
kumab-treated patient. Fifty-one
patients were discontinued from
the study because their induction
treatment was paused during the
adverse event evaluation; however,
these patients were included in the
safety analyses.

At the 12-week follow-up as-
sessment, patients assigned to all 
doses of guselkumab experienced 
significantly greater reductions in 

Continued on following page
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the CD Activity Index from baseline 
when compared with placebo (least 
squares mean: 200 mg: –160.4; 600 
mg: –138.9; and 1,200 mg: –144.9 
vs. placebo: –36.2; all P < .05). In 
addition, a significantly greater 
proportion of patients in each 
guselkumab arm achieved clinical 
remission compared with the pla-
cebo group (CD Activity Index < 
150; 57.4%, 55.6%, and 45.9% vs. 
16.4%; all P < .05). 

Among the patients who had an 
inadequate response or intolerance 
to prior biologic therapy, 47.5% of 
those in the combined guselkum-
ab arm and 10.0% in the placebo 
arm met the criteria for clinical 
remission at 12 weeks. In addition, 
62.4% of patients in the combined 
guselkumab group and 20% in the 
placebo group within the prior bi-
ologic therapy subgroup achieved 
clinical response at week 12.

Of patients with inadequate 
response or intolerance to prior 
conventional therapy, approxi-
mately 60% treated with gusel-
kumab at all doses vs. 22.6% of 
the placebo group had clinical re-
mission by 12 weeks. Also within 
this subgroup, 70.2% of patients 
in the combined guselkumab arm 
and 29% in the placebo arm had 
clinical response.

Finally, among the 360 patients in 
the safety analysis set, the propor-
tions of patients with at least one 

adverse event were similar across 
the treatment groups during the 
treatment period (60% for placebo; 
45.7% for guselkumab combined; 
50.7% for ustekinumab). 

There was no observable re-
lationship between the dose of 
guselkumab and the proportion of 
patients with adverse events. Infec-
tion rates were 21.4% in the pla-
cebo arm, 15.1% in the combined 
guselkumab group, and 12.7% in 
the ustekinumab arm. Approx-
imately 3.7% of patients in the 

combined guselkumab arm, 5.7% 
of patients in the placebo arm, and 
5.6% of patients in the ustekinum-
ab arm experienced at least one 
serious adverse event. 

Greater proportions of patients 
receiving guselkumab achieved 
clinical response, Patient Reported 
Outcomes–2 remission, clinical-bio-
marker response, and endoscopic 
response at week 12 vs. placebo. 
Efficacy of ustekinumab vs. placebo 
was demonstrated. Safety event 
rates were generally similar across 

treatment groups.
Limitations of the study included 

the small number of patients in the 
overall dataset and the relatively 
short treatment period of 12 weeks. 
The researchers noted that phase 
3 studies of guselkumab for the 
treatment of Crohn’s disease are 
underway.

Several of the researchers re-
ported conflicts of interest with the 
pharmaceutical industry. The study 
received funding from Janssen Re-
search & Development, LLC. ■

Over the last 20 years, multiple targeted thera-
pies have been developed for Crohn’s disease 

(CD) and have changed the management
landscape for this chronic disease. Despite
many successes, a proportion of patients
still experience treatment failure or intol-
erance to the currently available biologics,
and the need for ongoing development
of new therapies remains. This study by
Sandborn and colleagues highlights the
development of a novel therapy for Crohn’s
disease patients. The novel therapy, gusel-
kumab, targets a more specific interleukin 
pathway (IL-23p19 inhibition) than is 
currently available. In the study, guselkumab was 
found to be effective at improving multiple clinical 
parameters such as Crohn’s Disease Activity Index 
and Patient-Reported Outcome–2 as well as objec-
tive parameters including biomarker response and 
endoscopic response in patients with moderate to 
severe CD. There was no apparent exposure response 
observed over multiple dose regimens. Guselkumab 

also demonstrated a favorable safety profile. 
As clinicians, the promising results from this phase 

2 trial bring hope for additional treatment 
options for Crohn’s disease patients. As 
the management landscape for CD further 
changes, options for patients will grow and 
thoughtful decisions regarding sequencing of 
the available therapies will become more im-
portant. More selective interleukin inhibition 
with IL-23p19 has been shown to be superi-
or to dual blockade of IL-12/IL-23 in psori-
asis; however, it is unknown if the same will 
be true for Crohn’s disease. Further research 
will be needed in the future to address any 

potential efficacy and safety differences between the 
more specific target of IL-23 signaling. 

Robin Dalal, MD, is an assistant professor of medicine, 
director of IBD education, and director of the ad-
vanced IBD fellowship at Vanderbilt University Medical 
Center in Nashville, Tenn. She reported being a consul-
tant for AbbVie.

Dr. Dalal

�FROM THE AGA JOURNALS

Locoregional therapy lowers wait-list dropout in HCC
BY BRANDON MAY

MDedge News

The use of bridging locoregional therapy 
(LRT) before liver transplantation in 
patients with hepatocellular carcinoma 

(HCC) has significantly increased in the United 
States within the past 15 years, a recent anal-
ysis suggests. Data show that liver transplant 
candidates with HCC who have elevated tumor 

burden and patients with more compensated 
liver disease have received a greater number of 
treatments while awaiting transplant.

According to the researchers, led by Allison 
Kwong, MD, of Stanford (Calif.) University, 
liver transplant remains a curative option for 
individuals with unresectable HCC who meet 
prespecified size criteria. In the United States, 

a mandated waiting period of 6 months prior 
“to gaining exception points has been imple-
mented” in an effort “to allow for consideration 
of tumor biology and reduce the disparities in 
wait-list dropout between HCC and non-HCC 
patients,” the researchers wrote. 

Several forms of LRT are now available for 
HCC, including chemoembolization, external 
beam radiation, radioembolization, and radio-
frequency or microwave ablation. In the liver 
transplant setting, these LRT options enable 
management of intrahepatic disease in patients 
who are waiting for liver transplant, Dr. Kwong 
and colleagues explained.

The researchers, who published their study 
findings in the May issue of Clinical Gastroen-
terology and Hepatology (2021. doi: 10.1016/j.
cgh.2021.07.048), sought to examine the na-
tional temporal trends and wait-list outcomes 
of LRT in 31,609 patients eligible for liver 
transplant with greater than or equal to one 
approved HCC exception application in the 
United States.

Patient data were obtained from the Organ 
Procurement and Transplantation Network 
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The researchers sought to examine 
the national temporal trends and 
wait-list outcomes of LRT in 31,609 
patients eligible for liver transplant.
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database and comprised primary adult LT can-
didates who were listed from the years 2003 to 
2018. The investigators assessed explant histol-
ogy and performed multivariable competing risk 
analysis to examine the relationship between the 
type of first LRT and time to wait-list dropout. 

The wait-list dropout variable was defined 
by list removal because of death or excessive 
illness. The researchers noted that list removal 
likely represents disease progression “beyond 
transplantable criteria and beyond which pa-
tients were unlikely to benefit from or be eligible 
for further LRT.”

In the study population, the median age was 
59 years, and approximately 77% of patients 
were male. More than half (53.1%) of the cohort 
had hepatitis C as the predominant liver disease 
etiology. Patients had a median follow-up period 

of 214 days on the waiting list. 
Most patients (79%) received deceased- or 

living-donor transplants, and 18.6% of patients 
were removed from the waiting list. Between 
the 2003 and 2006 period, the median wait-list 
time was 123 days, but this median wait-list du-
ration increased to 257 days for patients listed 
between 2015 and 2018.

A total of 34,610 LRTs were performed among 
24,145 liver transplant candidates during the 
study period. From 2003 to 2018, the proportion 
of patients with greater than or equal to 1 LRT 
recorded in the database rose from 42.3% to 
92.4%, respectively. Most patients (67.8%) who 
received liver-directed therapy had a single LRT, 
while 23.8% of patients had two LRTs, 6.2% had 
three LRTs, and 2.2% had greater than or equal 
to four LRTs. 

The most frequent type of LRT performed was 

chemoembolization, followed by thermal ablation. 
Radioembolization increased from less than 5% in 
2013 to 19% in 2018. Moreover, in 2018, chemo-
embolization accounted for 50% of LRTs, while 
thermal ablation accounted for 22% of LRTs.

The incidence rates of LRT per 100 wait-
list days was above average in patients who 
had an initial tumor burden beyond the Milan 
criteria (0.188), an alpha-fetoprotein level 
of 21-40 (0.171) or 41-500 ng/mL (0.179), 
Child-Pugh class A (0.160), and patients in 
short (0.151) and medium (0.154) wait-time 
regions, as well as patients who were listed 
following implementation of cap-and-delay in 
October 2015 (0.192).

In the multivariable competing-risk analysis 
for wait-list dropout, adjusting for initial tumor 
burden and AFP, Child-Pugh class, wait region, 
and listing era, no locoregional therapy was 
associated with an increased risk of wait-list 
dropout versus chemoembolization as the first 
LRT in a multivariable competing-risk analysis 
(subhazard ratio, 1.37; 95% confidence inter-
val, 1.28-1.47). The inverse probability of treat-
ment weighting–adjusted analysis found an 
association between radioembolization, when 
compared with chemoembolization, and a re-
duced risk of wait-list dropout (sHR, 0.85; 95% 
CI, 0.81-0.89). Thermal ablation was also asso-
ciated with a reduced risk of wait-list dropout, 
compared with chemoembolization (sHR, 0.95; 
95% CI, 0.91-0.99). “Radioembolization and 
thermal ablation may be superior to chemoem-
bolization and prove to be more cost-effective 
options, depending on the clinical context,” the 
researchers wrote.

The researchers noted that they were unable 
to distinguish patients who were removed from 
the waiting list between those with disease pro-
gression versus liver failure.

The researchers reported no conflicts of inter-
est with the pharmaceutical industry. The study 
received no industry funding. ■

In 1996, Mazzaferro and colleagues reported
the results of a cohort of 48 patients with cir-

rhosis who had small, unresectable hepatocel-
lular carcinoma (HCC). The actuarial survival 
rate was 75% at 4 years, and 83% 
of these patients had no recurrence, 
so, orthotopic liver transplantation 
became one of the standard options 
with curative intent for the treatment 
HCC. Because of HCC biology, some 
of these tumors grow or, worst-case 
scenario, are outside the Milan cri-
teria. Locoregional therapies (LRT) 
were applied to arrest or downsize 
the tumor(s) to be within the liver 
transplantation criteria. 

Kwong and colleagues, using the data of 
the Organ Procurement and Transplantation 
Network database, showed an exponential 
increase of LRT over 15 years: from 32.5% in 
2003 to 92.4% in 2018. The Barcelona Clinic 
Liver Cancer staging system classifies chemo-
embolization, the most common LRT modality 
used in this cohort, as a palliative treatment 
rather than curative. 

Not surprisingly, the authors found that 
radioembolization was independently asso-
ciated with a 15% reduction in the wait-list 

dropout rate, compared with chemoembo-
lization. Further, listing in longer wait-time 
regions and more recent years was inde-
pendently associated with a higher likelihood 

of wait-list dropout. 
These data may be worrisome for 

patients listed for HCC. The median 
Model for End-Stage Liver Disease at 
Transplant Minus 3 National Policy, 
introduced in May 2019, decreases 
the transplantation rates in patients 
with HCC. Consequently, longer 
wait-list time leads to increase utili-
zation of LRT to keep these patients 
within criteria. Radioembolization 
could become the preferred LRT 

therapy to stop tumor growth than chemo-
embolization and, probably, will be more cost 
effective. Future work should address explant 
outcomes and outcome on downstaging with 
external radiation therapy and adjuvant use of 
immunotherapy. 

Ruben Hernaez, MD, MPH, PhD, is an assistant 
professor at the Michael E. DeBakey Veterans 
Affairs Medical Center and Baylor College of 
Medicine, both in Houston. He has no relevant 
conflicts to disclose. 

Dr. Hernaez

Continued from previous page
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Researchers present cellular atlas of the human gut
BY BRANDON MAY

MDedge News

New research sheds light on 
how different cell types be-
have across all intestinal re-

gions and demonstrates variations in 
gene expression between these cells 
from duodenum to descending colon.

Research led by Joseph Burclaff, 
PhD, of the University of North Car-
olina at Chapel Hill, explained that 
the regional differences observed in 
the study “highlight the importance 
of regional selection when studying 

the gut.” Dr. Burclaff and colleagues, 
whose findings were published 
online in Cellular and Molecular 
Gastroenterology and Hepatology 
(2022 Feb 14. doi: 10.1016/j.jc-
mgh.2022.02.007), wrote that they 
hope their “database serves as a 
resource to understand how drugs 
affect the intestinal epithelium and 
as guidance for future precision 

medicine approaches.”
In the study, Dr. Burclaff and 

colleagues performed single-cell 
transcriptomics that covered the du-
odenum, jejunum, and ileum, as well 
as ascending, descending, and trans-
verse colon from three independently 
processed organ donors. The donors 
varied in age, race, and body mass 
index.

The investigators evaluated 12,590 
single epithelial cells for organ-spe-
cific lineage biomarkers, differentially 
regulated genes, receptors, and drug 
targets. The focus of the analyses was 
on intrinsic cell properties and their 
capacity for response to extrinsic sig-
nals that vary along the gut axis.

The research group assigned cells 
to 25 epithelial cell types. Remark-
ably, multiple accepted intestinal 
cell markers previously described 
in mice did not mark intestinal stem 
cells in humans. Additionally, the 

Continued on following page

The investigators wrote that they hope their “database serves as a 
resource to understand how drugs affect the intestinal epithelium 
and as guidance for future precision medicine approaches.”

“Radioembolization and thermal ablation 
may be superior to chemoembolization and 
prove to be more cost-effective options, 
depending on the clinical context.”
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Single-cell transcriptomics has revolutionized our
understanding of complex tissues, as this technol-

ogy enables the identification of rare and/or novel 
cell types. Gastrointestinal science has benefited 
greatly from these technical advances, with 
multiple studies profiling liver, pancreas, 
stomach and intestine in health and dis-
ease, both in mouse and human samples. 

The study by Burclaff and colleagues 
recently published in Cellular and Molec-
ular Gastroenterology and Hepatology is 
the most comprehensive analysis of the 
healthy human intestine to date, profiling 
over 12,000 single epithelial cells from 
three donors along the anterior-posterior 
axis from duodenum to descending colon. 
In a truly monumental work covering 35 journal 
pages, the authors not only delineate in great detail 
the various cell lineages – from stem cell to full dif-
ferentiated enterocyte, for instance – but also make 
surprising discoveries that will change our think-
ing about fundamental issues in gastrointestinal 
biology. 

For instance, they find that human small intes-
tinal Paneth cells, known for the production of 

antimicrobial peptides and long thought to be a 
critical component of the intestinal stem cell niche, 
do not express any of the niche factors, including 
mitogens such as epidermal growth factor, that had 

been attributed to Paneth cells in mice. 
The authors conclude that human Paneth 
cells are not major niche-supporting cells, 
in keeping with the recent identification of 
subepithelial telocytes as the critical cells 
that support crypt proliferation in mice. In 
addition, the authors’ analysis of so called 
“BEST4” cells, an intestinal lineage ab-
sent from the mouse gut, suggests a novel 
function for this rare cell type in metal 
absorption. 

In sum, this study is the “final answer” for 
GI biologists needing a complete compendium of all 
genes active in the multitude of specialized human 
intestinal epithelial cells.

Klaus H. Kaestner, PhD, MS, is with the department 
of genetics and the Center for Molecular Studies in 
Digestive and Liver Diseases at the University of Penn-
sylvania, Philadelphia. He declares having no conflicts 
of interest.

Dr. Kaestner

investigators explained that lysozyme 
expression – previously used as the 
definitive Paneth cell marker, is in-
sufficient for defining  human Paneth 
cells. Even more importantly, they 
document that Paneth cells, previous-
ly suggested to function as the intes-
tinal stem cell niche, do not produce 
any of the growth factors and signal-
ing molecules required to promote 
stem cell proliferation. 

Bestrophin-4þ (BEST4þ) cells, 
which express neuropeptide Y, 
demonstrated maturational differ-
ences between the colon and small 
intestine, suggesting organ-specific 
maturation for this recently discov-
ered human specific cell type. In 
addition, the data from Dr. Burclaff 
and colleagues suggest BEST4+ 
cells are engaged in “diverse roles 
within the intestinal epithelium, 
laying the groundwork for function-
al studies.”

The researchers noted that “tuft 
cells possess a broad ability to in-
teract with the innate and adaptive 
immune systems through previously 
unreported receptors.” Specifically, 
the researchers found these cells 
activate genes believed to be import-
ant for taste signaling, monitoring 
intestinal content, and signaling the 
immune system. 

Certain classes of cell junctions, 
hormones, mucins, and nutrient 
absorption genes demonstrated 
“unappreciated regional expression 
differences across lineages,” the re-
searchers wrote. The investigators 
added that the differential expression 
of receptors as well as drug targets 
across lineages demonstrated “bio-
logical variation and the potential for 
variegated responses.”

Continued from previous page The researchers noted that, while 
the regional differences identified in 
their study show the importance of 
regional selection during gut inves-
tigations, several previous colonic 
single-cell RNA-sequencing studies 
did not specify the sample region or 
explain “if pooled samples are from 
consistent regions.”

In the study, the investigators 
also assessed how drugs may affect 
the intestinal epithelium and why 
certain side effects associated with 
pharmacologic agents occur. The 
researchers identified 498 drugs 

approved by the Food and Drug Ad-
ministration that had 232 primary 
gene targets expressed in gut epi-
thelial cells.

In their analysis, the researchers 
found that carboxylesterase-2, which 
metabolizes the drug irinotecan into 
biologically active SN-38, is the most 
highly expressed phase 1 metabolism 
gene in the small intestine. The phase 
2 enzyme UGT1A1, which inactivates 
SN-38, features low gut epithelial ex-
pression. The researchers explained 
that this finding suggests that the 
cancer drug irinotecan may feature 

prolonged gut activation, supporting 
the notion that the orally adminis-
tered agent may have efficacy against 
cancers of the intestine.

The researchers concluded their 
“database provides a foundation for 
understanding individual contribu-
tions of diverse epithelial cells across 
the length of the human intestine 
and colon to maintain physiologic 
function.”

The researchers reported no con-
flicts of interest with the pharmaceu-
tical industry. The study received no 
industry funding. ■
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Dear colleagues,
We are all often asked by friends, col-
leagues, and especially patients how 
to reduce the risk of getting colorectal 

cancer. We offer 
exercise, diet, and 
smoking cessation as 
some possible ways 
to mitigate risk. But 
what about that won-
der drug – the ubiq-
uitous aspirin? The 
American Gastroen-
terological Associa-
tion’s recent clinical 
practice update sug-

gests that aspirin may be protective in 
some patients younger than 70 years 
depending on their cardiovascular and 
gastrointestinal bleeding risks. If so, 
should we gastroenterologists be the 
ones to recommend or even prescribe 
aspirin? Or are the data just not there 
yet? We invite two colorectal cancer ex-
perts, Dr. Sonia Kupfer and Dr. Jennifer 
Weiss, to share their perspectives in 
light of these new recommendations. 
I invite you to a great debate and look 
forward to hearing your own thoughts 
online and by email at ginews@gastro.
org.

Gyanprakash A. Ketwaroo, MD, MSc, is 
assistant professor of medicine at Bay-
lor College of Medicine, Houston. He is 
an associate editor for GI & Hepatology 
News.

Yes, but individualize it

Colorectal cancer (CRC) is one of the top
three causes of cancer and cancer death 
worldwide with an alarming rise in younger 

adults. Preventive strategies including 
screening, chemoprevention, and risk 
factor modification are important to 
reduce overall CRC burden. Aspirin, 
which is cheap and readily available, is 
supported for CRC chemoprevention by 
multiple lines of strong evidence. Recent 
AGA practice guidelines recommend 
low-dose aspirin chemoprevention in 
individuals at average CRC risk who are 
younger than 70 years with a life expec-
tancy of at least 10 years, have a 10-year 
cardiovascular disease risk of at least 10% and are 
not at high risk for bleeding. This advice diverges 
from the most recent U.S. Preventive Services Task 
Force–proposed guidelines that reverse the 2016 

USPSTF recommendation for aspirin CRC chemo-
prevention (and primary prevention of cardiovas-
cular disease) based on uncertainty of net benefit 

over harms especially in older individ-
uals. In light of conflicting advice, how 
should we counsel our patients about 
aspirin use for CRC chemoprevention? 
In my opinion, we shouldn’t “throw the 
baby out with the bathwater” and should 
follow the AGA practice guideline to 
individualize aspirin chemoprevention 
based on balancing known benefits and 
risks.

Sonia Kupfer, MD, AGAF, is an associate 
professor of medicine, director of the Gastrointestinal 
Cancer Risk and Prevention Clinic, and codirector of 
Comprehensive Cancer Risk and Prevention Clinic at 
the University of Chicago. She has no conflicts.

Not our lane

In 2021, the AGA published a clinical practice
update on chemoprevention for colorectal 
neoplasia that advises clinicians to use low-

dose aspirin to reduce colorectal can-
cer (CRC) incidence and mortality in 
average-risk individuals who are (1) 
younger than 70 years with a life ex-
pectancy of at least 10 years, (2) have 
at least a 10% 10-year cardiovascular 
disease (CVD) risk, and (3) are not at 
high risk for gastrointestinal bleeding. 
As gastroenterologists, we may see 
average-risk patients only at the time 
of their screening or surveillance colo-
noscopies, and I wonder if we should be 
taking the lead in prescribing/recommending as-
pirin for CRC chemoprevention in these patients. 
To answer this question, I will review three main 

concerns: (1) issues with the overall strength of 
the evidence on the effectiveness of aspirin to re-
duce CRC incidence and mortality, (2) determin-

ing an individual’s long-term CVD risk 
and life expectancy may be outside of 
a gastroenterologist’s purview, and (3) 
the potential for serious gastrointesti-
nal bleeding is dynamic and requires 
continual review.

Jennifer Weiss, MD, MS, AGAF, is an associate 
professor in the division of gastroenterology 
and hepatology and director of University of 
Wisconsin Gastroenterology Genetics Clinic 
at University of Wisconsin School of Medi-

cine and Public Health, Madison. She reports receiving 
research support from Exact Sciences as a site– 
principal investigator of a multi-site trial.

Dr. Ketwaroo

Dr. Weiss

Dr. Kupfer

Read more!
Please find full-length versions of 
these debates online at MDedge.com/
gihepnews/perspectives. 
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An aspirin a day to keep ... CRC away?
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Lasting Remission1

Significantly higher clinical 
remission rates vs placebo 

in the pivotal trial: 
18% (79/429) vs 6% (13/216) 
at Week 10 (p<0.0001) and 

37% (85/230) vs 19% (42/227) 
at Week 52 (p<0.0001)

Demonstrated
Safety Profile1b

Studied in 4 clinical trials
with over 1370 ZEPOSIA-
treated patients across 
multiple indications

One Capsule, 
Once Daily1

Once-daily oral 
administration, with 

or without food

The first and only sphingosine 1-phosphate (S1P) receptor modulator approved for
the treatment of moderately to severely active ulcerative colitis (UC) in adults1

Now many of your patients can choose another path 
forward before biologics.1a ZEPOSIA delivers: 

ANOTHER DAY IS DAWNING
IN THE CONTROL OF UC

a ZEPOSIA demonstrated higher rates of clinical remission vs placebo in tumor necrosis factor inhibitor (TNFi)-naïve patients at Week 10
(22% [66/299] vs 7% [10/151]) and at Week 52 (41% [63/154] vs 22% [35/158], respectively).1

In UC Study 1 and UC Study 2, of the ZEPOSIA-treated patients who were TNFi-naïve, 288 and 145 were also biologic naïve, respectively.2

Efficacy analysis by prior TNFi therapy was prespecified, but not powered to detect a difference in the treatment effect in these subgroups.3

IMPORTANT SAFETY INFORMATION (cont'd)
Infections: (cont'd)
Delay initiation of ZEPOSIA in patients with an active infection until the infection is resolved. Consider
interruption of treatment with ZEPOSIA if a patient develops a serious infection. Continue monitoring for
infections up to 3 months after discontinuing ZEPOSIA.
• Herpes zoster was reported as an adverse reaction in ZEPOSIA-treated patients. Herpes simplex encephalitis
and varicella zoster meningitis have been reported with sphingosine 1-phosphate (S1P) receptor modulators.
Patients without a healthcare professional-confirmed history of varicella (chickenpox), or without
documentation of a full course of vaccination against varicella zoster virus (VZV), should be tested for
antibodies to VZV before initiating ZEPOSIA. A full course of vaccination for antibody-negative patients
with varicella vaccine is recommended prior to commencing treatment with ZEPOSIA.

• Cases of fatal cryptococcal meningitis (CM) were reported in patients treated with another S1P receptor
modulator. If CM is suspected, ZEPOSIA should be suspended until cryptococcal infection has been excluded.
If CM is diagnosed, appropriate treatment should be initiated.

• In the UC clinical studies, patients who received ZEPOSIA were not to receive concomitant treatment with
antineoplastic, non-corticosteroid immunosuppressive, or immune-modulating therapies used for treatment
of UC. Concomitant use of ZEPOSIA with any of these therapies would be expected to increase the risk of
immunosuppression. When switching to ZEPOSIA from immunosuppressive medications, consider the
duration of their effects and their mode of action to avoid unintended additive immunosuppressive effects.

• Use of live attenuated vaccines should be avoided during and for 3 months after treatment with ZEPOSIA. If
live attenuated vaccine immunizations are required, administer at least 1 month prior to initiation of ZEPOSIA.

Please see additional safety information and Brief Summary of the Prescribing Information and
Medication Guide on the following pages.

bZEPOSIA has been studied across multiple indications in 4 clinical trials including TRUE NORTH (NCT02435992), a multicenter, randomized,
double-blind, placebo-controlled phase 3 clinical trial; TOUCHSTONE (NCT01647516), a randomized, double-blind, placebo-controlled phase 2
clinical trial; and SUNBEAM (NCT02294058) and RADIANCE (NCT02047734), 2 multicenter, randomized, double-blind, double-dummy, active
treatment-controlled phase 3 clinical trials. 496 patients receiving the 0.92-mg dose of ZEPOSIA during induction in TRUE NORTH or
TOUCHSTONE and 882 patients receiving the 0.92-mg dose of ZEPOSIA in SUNBEAM or RADIANCE were assessed in the safety analysis.1

2084-US-2200566_ZEPOSIA_UC_KING_SIZE_JOURNAL_AD_RESIZE_GI_HEPATOLOGY_NEWS_P0173605_v01.indd   1-2 3/22/22   10:02 AMGIHEP_09.indd   2 3/22/2022   3:23:21 PM
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BY PRATEEK MATHUR, MD, AND 
THOMAS L. ABELL, MD 

Introduction
Patients presenting with the symp-
toms of gastroparesis (Gp) are 
commonly seen in gastroenterology 
practice. This article reviews the 
presentation, pathophysiology, di-
agnosis, and treatment of gastropa-
resis syndromes with an emphasis 
on newer approaches evolving in 
clinical practice.

Presentation
Patients with foregut symptoms of 
Gp have characteristic presentations, 
with nausea, vomiting/retching, and 
abdominal pain often associated 
with bloating and distension, early 
satiety, anorexia, and heartburn. 
Mid- and hindgut gastrointestinal 
and/or urinary symptoms may be 
seen in patients with Gp as well.

The precise epidemiology of gas-
troparesis syndromes (GpS) is un-
known. Classic gastroparesis, defined 
as delayed gastric emptying without 
known mechanical obstruction, 
has a prevalence of about 10 per 
100,000 population in men and 30 
per 100,000 in women with women 
being affected 3-4 times more than 
men.1,2 Some risk factors for GpS, 
such as diabetes mellitus (DM) in up 
to 5% of patients with Type 1 DM, 
are known.3 White individuals have 
the highest prevalence of GpS, fol-
lowed by African Americans.4,5 

The classic definition of Gp has 
blurred with the realization that 
patients may have symptoms of 
Gp without delayed solid gastric 
emptying. Some patients have been 
described as having chronic un-
explained nausea and vomiting or 
gastroparesis-like syndrome.6 More 
recently the National Institutes of 
Health Gastroparesis Consortium 
has proposed that disorders like 
functional dyspepsia may be a spec-
trum of the two disorders and clas-
sic Gp.7 With use of this broadened 

definition, the number of patients 
with Gp symptoms is much greater, 
found in 10% or more of the U.S. 
population.8 For this discussion, 
GpS is used to encompass this spec-
trum of disorders. 

The etiology of GpS is often un-
known for a given patient, but clues 
to etiology exist in what is known 
about pathophysiology. Types of Gp 
are described as being idiopathic, di-
abetic, or postsurgical, each of which 
may have varying pathophysiology. 
Many patients with mild to moder-
ate GpS symptoms are effectively 
treated with outpatient therapies; 
other patients may be refractory 
to available treatments. Refractory 
GpS patients have a high burden of 
illness affecting them, their families, 
providers, hospitals, and payers. 

Pathophysiology
Specific types of gastroparesis 
syndromes have variable patho-
physiology (Figure 1). In some 
cases, like GpS associated with DM, 
pathophysiology is partially related 
to diabetic autonomic dysfunction. 
GpS are multifactorial, however, and 
rather than focusing on subtypes, 
this discussion focuses on shared 
pathophysiology. Understanding 
pathophysiology is key to determin-
ing treatment options and potential 
future targets for therapy.

Intragastric mechanical dysfunc-
tion, both proximal (fundic relax-
ation and accommodation and/
or lack of fundic contractility) and 
distal stomach (antral hypomotil-
ity) may be involved. Additionally, 
intragastric electrical disturbances 
in frequency, amplitude, and prop-
agation of gastric electrical waves 
can be seen with low/high-resolu-
tion gastric mapping.

Both gastroesophageal and gas-
tropyloric sphincter dysfunction 
may be seen. Esophageal dysfunc-
tion is frequently seen but is not 
always categorized in GpS. Pyloric 
dysfunction is increasingly a focus 

of both diagnosis and therapy. GI 
anatomic abnormalities can be 
identified with gastric biopsies of 
full-thickness muscle and mucosa. 
CD117/interstitial cells of Cajal, 
neural fibers, and inflammatory and 
other cells can be evaluated by light 
microscopy, electron microscopy, 
and special staining techniques. 

Small-bowel, mid-, and hindgut 
dysmotility involvement has often 
been associated with pathologies 
of intragastric motility. Not only GI 
but genitourinary dysfunction may 
be associated with fore- and mid-
gut dysfunction in GpS. Equally well 
described are abnormalities of the 
autonomic and sensory nervous 
system, which have recently been 
better quantified. Serologic mea-
sures, such as channelopathies and 
other antibody-mediated abnormal-
ities, have been recently noted.

Suspected for many years, im-
mune dysregulation has now been 
documented in patients with GpS. 
Further investigation, including ge-
netic dysregulation of immune mea-
sures, is ongoing. Other mechanisms 

include systemic and local inflamma-
tion, hormonal abnormalities, mac-
ro- and micronutrient deficiencies, 
dysregulation in GI microbiome, and 
physical frailty. The above factors 
may play a role in the pathophysiol-
ogy of GpS, and it is likely that many 
of these are involved with a given 
patient presenting for care.9

Diagnosis of GpS
Diagnosis of GpS is often delayed 
and can be challenging; various 
tools have been developed, but not 
all are used. A diagnostic approach 
for patients with symptoms of Gp is 
listed below, and Figure 2 details a 
diagnostic approach and treatment 
options for symptomatic patients. 

Symptom Assessment: Initially Gp 
symptoms can be assessed using 
Food and Drug Administration–ap-
proved patient-reported outcomes, 
including frequency and severity of 
nausea, vomiting, anorexia/early 
satiety, bloating/distention, and ab-
dominal pain on a 0-4, 0-5, or 0-10 
scale. The Gastrointestinal Cardinal 
Symptom Index or visual analog 

� IN FOCUS: GI GASTROPARESIS

Management of gastroparesis in 2022 

Gastroparesis is classically defined
as delayed gastric emptying in the 

absence of mechanical obstruction in 
conjunction with nausea, vomiting, 
or early satiety. Gastroparesis occurs 
as the sequelae of diabetes, viral syn-
dromes, or surgery, but it may be idio-
pathic as well. The mainstay of initial 
management is dietary modification, 
whereas the use of prokinetics is often 

limited by adverse effect profiles and 
varying degrees of efficacy, which 
poses a therapeutic challenge to the 
gastroenterologist. 

The In Focus article for May, which is 
brought to you by The New Gastroen-
terologist, provides a detailed review 
of the diagnosis and management of 
gastroparesis syndromes. Dr. Thom-
as L. Abell and Dr. Prateek Mathur 

(University of Louisville [Ky.]) offer a 
comprehensive discussion of the utility 
and efficacy of dietary modifications, 
medications, pylorus-directed thera-
pies, bioelectric therapy, and other nov-
el approaches to treatment. 

Vijaya L. Rao, MD
Editor in Chief 

The New Gastroenterologist

Dr. Mathur is a GI motility research fellow at the University of Louisville 
(Ky.). He reports no conflicts of interest. Dr. Abell is the Arthur M. Schoen, 
MD, Chair in Gastroenterology at the University of Louisville. His main funding 
is NIH GpCRC and NIH Definitive Evaluation of Gastric Dysrhythmia. He is 
an investigator for Cindome, Vanda, Allergan, and Neurogastrx; a consultant 
for Censa, Nuvaira, and Takeda; a speaker for Takeda and Medtronic; and a 
reviewer for UpToDate. He is also the founder of ADEPT-GI, which holds IP 
related to mucosal stimulation and autonomic and enteric profiling.
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scales can also be used. It is also 
important to evaluate midgut and 
hindgut symptoms.9-11 

Mechanical obstruction assess-
ment: Mechanical obstruction can 
be ruled out using upper endosco-
py or barium studies. 

Physiologic testing: The most 
common is radionuclide gastric 
emptying testing (GET). Compli-
ance with guidelines, standard-
ization, and consistency of GETs 
is vital to help with an accurate 
diagnosis. Currently, two consensus 
recommendations for the standard-
ized performance of GETs exist.12,13 
Breath testing is FDA approved 
in the United States and can be 
used as an alternative. Wireless 
motility capsule testing can be 
complementary. 

Gastric dysrhythmias assessment: 
Assessment of gastric dysrhyth-
mias can be performed in out-
patient settings using cutaneous 
electrogastrogram, currently 
available in many referral cen-
ters. Most patients with GpS have 
an underlying gastric electrical 
abnormality.14,15

Sphincter dysfunction assessment: 
Both proximal and distal sphincter 
abnormalities have been described 
for many years and are of particular 
interest recently. Use of the func-
tional luminal imaging probe (FLIP) 
shows patients with GpS may have 
decreased sphincter distensibility 
when examining the comparisons 
of the cross-sectional area relative 
to pressure. With use of this infor-
mation, sphincter therapies can be 
offered.16-18

Other testing: Neurologic and 
autonomic testing, along with psy-
chosocial, genetic, and frailty as-
sessments, are helpful to explore.19 
Nutritional evaluation can be done 
using standardized scales, such 
as subjective global assessment 
and serologic testing for micro-
nutrient deficiency or electrical 
impedance.20

Treatment of GpS
Therapies for GpS can be viewed as 
the five D’s: Diet, Drug, Disruption, 
Devices, and Details. 

Diet and nutrition: The mainstay 
treatment of GpS remains dietary 
modification. The most common 
recommendation is to limit meal 
size, often with increased meal 
frequency, as well as nutrient com-
position, in areas that may retard 
gastric emptying. In addition, some 
patients with GpS report intoleranc-
es of specific foods, such as specific 
carbohydrates. Nutritional con-
sultation can assist patients with 
meals tailored for their current 

nutritional needs. Nutritional sup-
plementation is widely used for 
patients with GpS.20  

Pharmacological treatment: The 
next tier of treatment for GpS is 
drugs. Review of a patient’s med-
ications is important to minimize 
drugs that may retard gastric 
emptying such as opiates and GLP-
1 agonists. A full discussion of 
medications is beyond the scope 
of this article, but classes of drugs 
available include: prokinetics, an-
tiemetics, neuromodulators, and 
investigational agents. 

There is only one approved proki-
netic medication for gastroparesis 
– the dopamine blocker metoclopra-
mide – and most providers are aware
of metoclopramide’s limitations in
terms of potential side effects, such
as the risk of tardive dyskinesia and
labeling on duration of therapy, with
a maximum of 12 weeks recom-
mended. Alternative prokinetics, such
as domperidone, are not easily avail-
able in the United States; some medi-
ations approved for other indications,
such as the 5-HT drug prucalopride,
are sometimes given for GpS off-label.
Antiemetics such as promethazine
and ondansetron are frequently
used for symptomatic control in GpS.

Despite lack of positive controlled 
trials in Gp, neuromodulator drugs, 
such as tricyclic or tetracyclic an-
tidepressants like amitriptyline or 
mirtazapine are often used; their effi-
cacy is more proven in the functional 
dyspepsia area. Other drugs such as 
the NK-1 drug aprepitant have been 
studied in Gp and are sometimes 
used off-label. Drugs such as scopol-
amine and related compounds can 
also provide symptomatic relief, as 
can the tetrahydrocannabinol-con-
taining drug, dronabinol. New phar-
macologic agents for GpS include 
investigational drugs such as ghrelin 
agonists and several novel com-
pounds, none of which are currently 
FDA approved.21,22 

Fortunately, the majority of pa-
tients with GpS respond to conser-
vative therapies, such as dietary 
changes and/or medications. The 
last part of the section on treatment 
of GpS includes patients that are 
diet and drug refractory. Patients 
in this group are often referred 
to gastroenterologists and can be 
complex, time consuming, and frus-
trating to provide care for. Many 
of these patients are eventually 
seen in referral centers, and some 
travel great distances and have 

considerable medical expenses. 
Pylorus-directed therapies: The 

recent renewed interest in pylor-
ic dysfunction in patients with Gp 
symptoms has led to a great deal of 
clinical activity. Gastropyloric dys-
function in Gp has been documented 
for decades, originally in diabetic 
patients with autonomic and enteric 
neuropathy. The use of botulinum 
toxin in upper- and lower-gastric 
sphincters has led to continuing use 
of this therapy for patients with GpS. 
Despite initial negative controlled tri-
als of botulinum toxin in the pyloric 
sphincter, newer studies indicate that 
physiologic measures, such as the 
FLIP, may help with patient selection. 
Other disruptive pyloric therapies, 
including pyloromyotomy, per oral 
pyloromyotomy, and gastric peroral 
endoscopic myotomy, are supported 
by open-label use, despite a lack of 
published positive controlled trials.17

Bioelectric therapy: Another ap-
proach for patients with symptomat-
ic drug refractory GpS is bioelectric 
device therapies, which can be deliv-
ered several ways, including directly 
to the stomach or to the spinal cord 
or the vagus nerve in the neck or ear, 
as well as by electro-acupuncture. 

-

Lower GI/Genitourinary
Dysfunction

Fig. 1: Pathophysiology of gastroparesis 
syndromes is illustrated.
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High-frequency, low-energy gastric 
electrical stimulation (GES) is the 
best studied. First done in 1992 as an 
experimental therapy, GES was inves-
tigational from 1995 to 2000, when it 
became FDA approved as a humani-
tarian-use device. GES has been used 
in over 10,000 patients worldwide; 
only a small number (greater than 
700 study patients) have been in con-
trolled trials. Nine controlled trials of 
GES have been primarily positive, and 
durability for over 10 years has been 
shown. Temporary GES can also be 
performed endoscopically, although 
that is an off-label procedure. It has 
been shown to predict long-term 

therapy outcome.23-26

Nutritional support: Nutritional 
abnormalities in some cases of 
GpS lead to consideration of en-
teral tubes, starting with a trial of 
feeding with an N-J tube placed 
endoscopically. An N-J trial is most 
often performed in patients who 
have macro-malnutrition and weight 
loss but can be considered for oth-
er highly symptomatic patients. 
Other endoscopic tubes can be PEG 
or PEG-J or direct PEJ tubes. Some 
patients may require surgical place-
ment of enteral tubes, presenting 
an opportunity for a small-bowel 
or gastric full -hickness biopsy. En-
teral tubes are sometimes used for 

decompression in highly symptom-
atic patients.27

For patients presenting with neu-
rological symptoms, findings and 
serologic abnormalities have led to 
interest in immunotherapies. One is 
intravenous immunoglobulin, given 
parenterally. Several open-label 
studies have been published, the 
most recent one with 47 patients 
showing better response if glutamic 
acid decarboxylase–65 antibod-
ies were present and with longer 
therapeutic dosing.28 Drawbacks to 
immunotherapies like intravenous 
immunoglobulin are costly and re-
quire parenteral access. 

Other evaluation/treatments for 

Rule Out Mechanical Obstruction

Assess Nutrition 
AND

Modify Diet

Determine 
Pharmacological 

Treatment

Attend to Drug 
Refractory 
Conditions

Sphincter Function Evaluation

Quality of Life
Home Care Needs
Pain Assessment

Psychiatric / Psychotherapy
Support Groups

Frailty Assessment
Physical Therapy

IV Access for IV Fluids
Alternative to ER

Biofeedback Therapies
Genetic Testing

Autonomic Function 
Testing

Fig. 2: Diagnostic and treatment approach for patients with gastroparesis symptoms explained.
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drug-refractory patients can be 
detailed as follows: First, an overall 
quality of life assessment can be 
helpful, especially one that includes 
impact of GpS on the patients and 
family. Nutritional considerations, 
which may not have been fully as-
sessed, can be examined in more de-
tail. Frailty assessments may show 
the need for physical therapy. As-
sessment for home care needs may 
indicate, in severe patients, needs 
for IV fluids at home, either enter-
al or parenteral, if nutrition is not 
adequate. Psychosocial and/or psy-
chiatric assessments may lead to the 
need for medications, psychothera-
py, and/or support groups. Lastly, an 
assessment of overall health status 
may lead to approaches for minimiz-
ing visits to emergency rooms and 
hospitalizations.29,30

Conclusion
Patients with Gp symptoms are be-
coming increasingly recognized and 
referred to gastroenterologists. Better 
understandings of the pathophysiol-
ogy of the spectrum of gastroparesis 
syndromes, assisted by innovations 
in diagnosis, have led to expansion 
of existing and new therapeutic ap-
proaches. Fortunately, most patients 
can benefit from a standardized 
diagnostic approach and directed 
noninvasive therapies. Patients with 
refractory gastroparesis symptoms, 
often with complex issues referred 
to gastroenterologists, remain a 
challenge, and novel approaches may 
improve their quality of life. ■

See references at MDedge.com/
gihepnews/new-gastroenterologist.

Continued from previous page
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activity, but they haven’t been 
widely used because of their com-
plexity, the authors wrote. They 

believe this 
index can be 
applied easily 
and efficient-
ly in clinical 
practice. “Since 
a pathologist 
needs only 
to identify 
neutrophils, 
which is a part 
of routine in 

reading biopsy slides as clinical 
histopathological evaluation, one 
can have the PHRI score immedi-
ately without making additional 
effort and spending extra time. 

Thus, the PHRI score can also be 
easily included into the pathology 
reports.”

The researchers found that the 
index correlates strongly with en-
doscopic activity and predicts UC 
clinical outcomes, including hospi-
talization, colectomy, and initiation 
or changes in treatment caused by 
UC flare-up.

Dr. Gui’s team developed the in-
dex using 614 biopsies from 307 
patients with UC from 11 centers 
in Europe and North America who 
were prospectively enrolled in the 
PICaSSO study.

The index was a collaboration 
between pathologists and endos-
copists who wanted a histologic 
score that would align with the 

� IBD & INTESTINAL DISORDERS

Moving the field forward
Index from page 1

endoscopic score and go beyond 
endoscopic evaluation. Specifi-
cally it eliminates consideration 
of ulceration/erosion, which is 
often a factor considered in other 
indices, because variability can be 
high without contributing much to 
accuracy.

Keen interest in 
histologic remission
David T. Rubin, MD, AGAF, chief of 
gastroenterology, hepatology, and 
nutrition and the codirector of the 
Digestive Diseases Center at the 
University of Chicago, noted contin-
ued interest in whether histologic 
findings (biopsies) of the muco-
sa are a clinically important and 
reachable treatment goal with UC. 

“It’s important to acknowledge 
that it is not yet a target of treat-
ment, in part because of a variety of 
challenges and unknowns related to 
it,” he said.

The current study addresses a 
major barrier to incorporation of 
histology in the clinical manage-
ment of patients with UC, namely 
individual interpretation. “Devel-
opment of this simplified novel 
scoring approach with artificial in-
telligence could be a major step for-
ward. We are hopeful that this type 
of AI approach will eliminate some 

of the barriers to use of histology 
as a marker of treatment control. It 
is of interest to note that this novel 
score correlated to the endoscopic 
appearance, but didn’t necessar-
ily demonstrate superiority to it. 
This is important, since we have 
hypothesized that histology may 

provide more 
information 
about outcomes 
than endoscopy 
alone,” Dr. Rubin 
said. 

He added 
that PHRI will 
need broader 
validation and 
incorporation 
into meaning-

ful interventions before it can be 
incorporated into clinical practice, 
but he did note that, despite that, 
“this type of technological inno-
vation is what the field needs in 
order to move forward.”

The authors and Dr. Rubin de-
clared no relevant financial con-
flicts. Two coauthors are funded 
by the NIHR Birmingham Bio-
medical Research Centre at the 
University Hospitals Birmingham 
NHS Foundation Trust and the 
University of Birmingham  
(England). ■

Remember the AGA 
Research Foundation in 
your will or living trust
You have a will, so you can rest

easy, right? Not necessarily. If 
your will is outdated, it can cause 
more harm than good. Even though 
it can provide for some contingen-
cies, an old will can’t cover every 
change that may have occurred 
since it was first drawn.  

What if all you had to do to ensure 
that the AGA Research Foundation 
can have an impact for years to come 
is to write a simple sentence? Sound 
impossible? 

The AGA Research Foundation 
provides a key source of funding 
at a critical juncture in a young 
investigators’ career. Securing the 
future of the talented investigators 
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 mission 
tomorrow without giving away any 
of your assets today. 

Including the AGA Research Foun-
dation in your will is a popular gift 
to give because it is: 
• Affordable. The actual giving

of your gift occurs after your

lifetime, so your current income is 
not affected. 

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

• Versatile. You can give a specific
item, a set amount of money, or a
percentage of your estate. You can
also make your gift contingent
upon certain events.
We hope you’ll consider including

a gift to the AGA Research Foun-
dation in your will or living trust. 
It’s simple – just a few sentences 
in your will or trust are all that is 
needed. The official bequest lan-
guage for the AGA Research Foun-
dation is: “I, [name], of [city, state, 
ZIP], give, devise, and bequeath to 
the AGA Research Foundation [writ-
ten amount or percentage of the es-
tate or description of property] for 
its unrestricted 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. 
Contact us for more information 
at foundation@gastro.org or visit 
http://gastro.planmylegacy.org. ■
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The future of microbiome therapies in C. diff, cancer 
BY CHRISTINE KILGORE

MDedge News

FROM GMFH 2022

Research on standardized 
microbiome-based therapies 
designed to prevent the re-

currence of Clostridioides difficile 
infection (CDI) is moving “with 
a lot of momentum,” according 
to one expert, and modulation 
of the gut microbiome may even 
enhance responses to immuno-
therapy and/or abrogate toxicity, 
according to another.

Several products for prevention 
of CDI recurrence are poised for 
either phase 3 trials or upcoming 
Food and Drug Administration 
approval, Sahil Khanna, MBBS, 
MS, AGAF, professor of medicine, 
gastroenterology, and hepatology 
at the Mayo Clinic in Rochester, 
Minn., reported at the 2022 Gut 
Microbiota for Health World Sum-
mit, organized by the American 
Gastroenterological Association 
and the European Society of Neu-
rogastroenterology and Motility.

Jennifer A. Wargo, MD, MMSc, 
of the University of Texas MD An-
derson Cancer Center, Houston, 
described her investigations of 
microbiome modulation’s role in 
cancer treatment. “I used to say 
yes [we can do this] somewhat 
enthusiastically without data, but 
now we have data to support this,” 
she said at the meeting. “The an-
swer now is totally yes.”

New approaches for CDI 
“Based on how the field is moving, 
we might be able to [offer our pa-
tients] earlier microbiome resto-
ration” than is currently afforded 
with fecal microbiota transplan-
tation (FMT), Dr. Khanna said. 
“Right now the [Food and Drug 
Administration] and our clinical 
guidelines say we should do FMT 
after three or more episodes [of 
CDI] – that’s heartbreaking for
patients.”

Several of the microbiome- 
based therapies under investi-
gation – including two that have 

completed phase 3 trials – have 
shown efficacy after a second epi-
sode of CDI, and one of these two 
has also had positive results after 
one episode of CDI in patients 65 
at older, a group at particularly 
high risk of recurrence, said Dr. 
Khanna. 

The value of standardized, most-
ly pill-form microbiome therapies 
has been heightened during the 
pandemic. “We’ve been doing con-
ventional FMT for recurrent C. 
difficile for over a decade now, and 
it’s probably the most effective treat-
ment we have,” said Colleen R. Kelly, 
MD, AGAF, associate professor of 
medicine at Brown University, Provi-
dence, R.I., and moderator of the ses-
sion on microbiota-based therapies. 

Prepandemic “it got really hard, 
with issues of identifying donors, 
and quality control and safety 
... And then when COVID hit the 
stool banks shut down,” she said 
in an interview after the meeting. 
With stool testing for SARS-CoV-2 
now in place, some stool is again 
available, “but it made me realize 
how fragile our current system 
is,” Dr. Kelly said. “The fact that 
companies are putting these prod-
ucts through the FDA pipeline and 
investigating them in rigorous, 
scientific randomized controlled 
trials is really good for the field.”

The products vary in composi-
tion; some are live multi-strain 
biotherapeutics derived from 
donor stool, for instance, while 
others are defined live bacterial 

consortia not from stool. Most are 
oral formulations, given one or 
multiple times, that do not require 
any bowel preparation.   

One of the products most ad-
vanced in the pipeline, RBX2660 
(Rebiotix, Ferring Pharmaceuti-
cals) is stool derived and rectally 

administered. In phase 3 research, 
70.5% of patients who received 
one active enema after having 
had two or more CDI recurrences 
and standard-of-care antibiotic 
treatment had no additional re-
currence at 8 weeks compared to 
58.1% in the placebo group, Dr. 
Khanna said.

The other product with positive 
phase 3 results, SER-109 (Seres 
Therapeutics), is a donor stool–de-
rived oral formulation of purified 
Firmicutes spores that is adminis-
tered after bowel prep. In results 
published earlier this year, the per-
centage of patients with recurrence 
of CDI up to 8 weeks after standard 
antibiotic treatment was 12% in 
the SER-109 group and 40% in the 
placebo group (N Engl J Med. 2022 
Jan 20;386[3]:220-9). 

Patients in this trial were re-
quired to have had three episodes 

of CDI, and interestingly, Dr. Khan-
na said, the diagnosis of CDI was 
made only by toxin enzyme immu-
noassay (EIA). Earlier phase 2 re-
search, which allowed either toxin 
EIA or polymerase chain reaction 
testing for the diagnosis of CDI (as 
other trials have done), produced 
negative results, leading investiga-
tors to surmise that some of the in-
cluded patients had been colonized 
with C. difficile rather than being 
actively infected, Dr. Khanna said.

Researchers of these trials are 
documenting not only resolution 
of CDI but what they believe are 
positive shifts in the gut microbiota 
after microbiome-based therapy, he 
said. For instance, a phase 1 trial he 
led of the product RBX7455 (Rebi-
otix, Ferring Pharmaceuticals) – an 
oral capsule of lyophilized stool–
based bacteria that can be kept for 
several days at room temperature 
– showed increases in Bacteroides
and Clostridia.

And other trials’ analyses of 
microbiome engraftment have 
demonstrated that “you can re-
store [species] even when these 
bacteria aren’t [included in the 
therapy],” he noted. “As the milieu 
of the gut improves, species that 
were not detected start coming 
back up.”

Asked about rates of efficacy in 
the trials’ placebo arms, Dr. Khan-
na said that “we’ve become smart-
er with our antibiotic regimens. 
... The placebo response rate is 
the response to newer guide-
line-based therapies.” 

In addition to CDI, microbiome–
based therapies are being stud-
ied, mostly in phase 1 research, 
for indications such as Crohn’s 
disease, ulcerative colitis, autism 
spectrum disorder, hepatitis B, 
and hepatic encephalopathy, Dr. 
Khanna noted.

Dr. Kelly, whose own research 
has focused on FMT for CDI, said 
she anticipates an expansion of 
research into other indications 
once products to prevent CDI 
recurrence are on the market. 
“There have been a couple of 
promising ulcerative colitis trials 
that haven’t gone anywhere clin-
ically yet,” she said in the inter-
view. “But will we now identify 
patients with [ulcerative colitis] 
who may be more sensitive to mi-
crobial manipulation, for whom 
we can use these microbial thera-
pies along with a biologic?”

Some of her patients with IBD 
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“Based on how the field is 
moving, we might be able to 
[offer our patients] earlier 
microbiome restoration” than 
is currently afforded with FMT.

AGA resource
Help your patients understand 
their C. difficile diagnosis by send-
ing them the following resource 
from the AGA GI Patient Cen-
ter: https://patient.gastro.org/
clostridioides-difficile-c-diff/.
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and CDI who are treated with FMT 
have not only had their CDI eradi-
cated but have subsequently seen 
improvements in their IBD, she 
noted. 

The role of traditional FMT and 
of stool banks will likely change in 
the future with new standardized 
oral microbiome-based therapies 
that can be approved and regulat-
ed by the FDA, Dr. Kelly said. How-
ever, “we think the stool banks 
will still have some value,” she 
said, certainly for clinical research 
and probably for some treatment 
purposes as well. Regarding new 
therapies, “I just really hope 
they’re affordable,” she said. 

Gut microbiome 
manipulation for cancer
Dr. Wargo’s research at MD An-
derson has focused on metastatic 
breast cancer and immunother-
apeutic checkpoint blockade. By 
sequencing microbiota samples 
and performing immune profiling 
in hundreds of patients, her team 
found that responders to PD-1 
blockage have a greater diversity 
of gut bacteria and that “favorable 
signatures in the gut microbiome” 
are associated with enhanced 
immune responses in the tumor 
microenvironment. 

Studies published last year in 
Science from investigators in Is-
rael (2021 Feb 5;371[6529]:602-
9) and Pittsburgh (2021 Feb
5;371[6529]:595-602), demon-
strated that FMT promotes
response in immunotherapy-re-
fractory melanoma patients. In
one study, FMT provided clinical
benefit in 6 of 15 patients whose
cancer had progressed on prior
anti-PD-1 therapy, “which is pret-
ty remarkable,” Dr. Wargo said.

Both research groups, she not-
ed, saw favorable changes in the 
gut microbiome and immune cell 
infiltrates both at the level of the 
colon and the tumor. 

Current research on FMT and 
other microbiome-modulation 
strategies for cancer is guided in 
part by knowledge that tumors 
have microbial signatures – these 
signatures are now being identi-
fied across all tumor types – and 
by findings of “crosstalk” between 
the gut and tumor microbiomes, 
she explained. 

“Researchers are working hard 
to identify optimal consortia to 
enhance immune responses in the 
cancer setting, with promising 
work in preclinical models,” she 
said, and clinical trials are in prog-
ress. The role of diet in modulating 
the microbiome and enhancing 

anti-tumor immunity, with a focus 
on high dietary fiber intake, is also 
being investigated, she said.

Dr. Wargo reported that she 
serves on the advisory boards and 
is a paid speaker of numerous 
pharmaceutical and biotechnology 
companies, and is the coinventor 
of a patent submitted by the Texas 
MD Anderson Cancer Center on 
modulating the microbiome to 
enhance response to checkpoint 
blockade, and another related pat-
ent. Dr. Khanna reported that he is 

involved in research with Ferring/
Rebiotix, Finch, Seres, Pfizer and 
Vedanta, and does consulting for 
Immuron and several other com-
panies. Dr. Kelly said she serves as 
an unpaid adviser for OpenBiome, 
a nonprofit stool bank, and that 
her site has enrolled patients in 
two of the trials testing products 
for CDI.

The 2022 Gut Microbiota for 
Health World Summit was sup-
ported by sponsorships from 
Danone, Ferring Pharmaceuticals, 

Aimmune Therapeutics and Seres 
Therapeutics, Sanofi, and Intrinsic 
Medicine with additional support 
from educational grants provided 
by Ferring Pharmaceuticals and 
Salix Pharmaceuticals. ■
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Malnutrition common in patients with IBD
BY NEIL OSTERWEIL

MDedge News

Malnutrition is common 
among patients with in-
flammatory bowel disease 

(IBD) and is associated with worse 
outcomes that can prolong hospital-
izations and increase patients’ risk 
for death.

As many as 85% of inpatients with 
IBD may be malnourished, with the 
severity of malnutrition affected by 
disease activity, extent, and duration, 
said Kelly Issokson, MS, RD, CNSC, 
clinical nutrition coordinator in the 
IBD program in the division of gas-
troenterology at Cedars-Sinai Medi-
cal Center, Los Angeles.

“Malnutrition is a severe compli-
cation of IBD, and it should not be 
overlooked,” she said during an oral 
presentation at the annual Crohn’s 
& Colitis Congress®, a partnership 
of the Crohn’s & Colitis Foundation 
and the American Gastroenterologi-
cal Association.

In patients with IBD, malabsorp-
tion, enteric losses, inadequate 
intake, and side effects of medical 
therapy can all lead to malnutrition, 
which in turn is an independent 
risk factor for venous thromboem-
bolic events, nonelective surgery, 
longer hospital stays, and increased 
mortality.

In addition, malnutrition in IBD 
increases risk for infection and sep-
sis, and for perioperative compli-
cations, and can more than double 
the cost of care, compared with 

adequately nourished IBD patients, 
she said.

Ms. Issokson cited a definition 
of malnutrition from the American 
Society of Parenteral and Enteral Nu-
trition as “an acute or chronic state of 
overnutrition or undernutrition with 
or without inflammatory activity that 
has led to a change in body composi-
tion and diminished function.”

Lab findings of low albumin, low 
prealbumin, or isolated metrics 
such as weight loss or change in 
body mass index do not constitute 
malnutrition and should not be 
used to diagnosis it, Ms. Issokson 
cautioned.

Patients at low risk for malnutri-
tion have no unintentional weight 
loss, are eating well, have minimal 
or no dietary restrictions, and no 
wasting. In contrast, high-risk pa-
tients have unintentional weight 
loss, have decreased appetite and/
or food intake, restrict multiple 
foods, or show signs of wasting.

Screening
“Nutrition screening is the first 
step in diagnosing a patient with 
malnutrition. This is a process of 
identifying individuals who may be 
at nutrition risk and benefit from 
assessment from a registered dieti-
tian,” Ms. Issokson said. 

The Malnutrition Screening Tool 
is quick, easy to administer, and 
requires minimal training. It can be 
used to screen adults for malnutri-
tion regardless of age, medical his-
tory, or setting, she said.

The two-item instrument asks, 
“Have you recently lost weight 
without trying?” with a “no” scored 
as 0 and a “yes” scored as 2. The 
second question is, “Have you been 
eating poorly because of decreased 

appetite, with 
a “no” equal to 
0 and a “yes” 
equal to 1. Pa-
tients with a 
score of 0 or 
1 are not at 
risk, whereas 
patients with 
scores of 2 or 
3 are deemed 
to be at risk for 

malnutrition and require further 
assessment by a dietitian.

Assessment
Assessment for malnutrition in-
volves a variety of factors, including 
anthropometric factors such as 
weight and body mass index chang-
es; biochemical markers such as 
fat-soluble vitamins, water-soluble 
vitamins, minerals, and urinary so-
dium; symptoms such as decreased 
appetite, abdominal pain, cramping 
or bloating, diarrhea, or urgen-
cy or obstructive symptoms; and 
body composition measures such 
as handgrip strength, biochemical 
impedance analysis, skinfold thick-
ness, bone mineral density, and 
muscle mass. 

Other nutritional assessment 
tools may include 24-hour recall 
of nutrition intake, diet history, 
and questions about eating behav-
iors, food allergies or intoleranc-
es, and cultural or religious food 
preferences.

Assessing food security is also 
important, especially during the 
current pandemic, Ms. Issokson 
emphasized.

“Is your patient running out of 
food? Do they have money to pur-
chase food? Are they able to go to 
the grocery store to buy food? This 
is essential to know when you’re de-
veloping a nutrition plan,” she said. 

A nutrition-focused physical exam 
should include assessment of skin 
manifestation, secondary to mal-
nutrition or malabsorption, such as 
dry skin, delayed wound healing, 
stomatitis, scurvy, seborrheic der-
matitis, bleeding, and periorificial 
and acral dermatitis or alopecia. 

Diagnosis
Currently available malnutrition 
criteria have not been validated for 

use in patients with IBD, and fur-
ther studies are needed to affirm 
their applicability to this popula-
tion, Ms. Issokson said.

The Academy of Nutrition and 
Dietetics–American Society for 
Parenteral and Enteral Nutrition 
(AND-ASPEN) malnutrition criteria 
require measures of weight loss, 
energy intake, subcutaneous fat 
loss, subcutaneous muscle loss, 
general or local fluid accumulation, 
and handgrip strength to determine 
whether a patient is moderately or 
severely malnourished.

Ms. Issokson said that she finds 
the European Society for Clinical 
Nutrition and Metabolism Global 
Leadership Initiative on Malnutri-
tion (ESPEN GLIM) criteria some-
what easier to use for diagnosis, 
as they consist of phenotypic and 
etiologic criteria, with patients who 
meet at least one of each being con-
sidered malnourished.

“When identified, document 
malnutrition, and of course inter-
vene appropriately by referring 
to a dietitian providing education 
and supporting the patient to help 
them optimize their nutrition 
and improve their outcomes,” she 
concluded.

In a discussion following the 
session, panelist Neha Shah, MPH, 
RD, CNSC, a dietitian and health 
education specialist at the Univer-
sity of California, San Francisco, 
commented on the importance of 
malnutrition assessment in pa-
tients with IBD being considered 
for surgery.

Patients should be screened for 
malnutrition, and if they have a 
positive screen, “should be auto-
matically referred to a registered 
dietitian specializing in IBD for a 
nutrition assessment,” she said.

“Certainly, a nutritional assess-
ment, as Kelly has highlighted 
really well, will encompass an 
evaluation of various areas of 
health – patient history, food and 
nutrition history, changing an-
thropometrics, alterations in labs 
– and certainly going into further
nutrition history with net food
intolerance, intake from each food
group, portions, access, support,
culture, eating environment, skills
in the kitchen, relationship with
diet.”

Ms. Issokson is a board member 
of the Crohn’s & Colitis Foundation 
and a digital advisory board mem-
ber of Avant Healthcare. Ms. Shah 
had no disclosures. ■

Ms. Issokson
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�LIVER DISEASE

Less cirrhosis but worse outcomes for Black patients
BY LAIRD HARRISON

Compared with White people, Black 
people are less likely to develop cir-
rhosis from nonalcoholic steatohepa-

titis (NASH) but are more likely to die when 
hospitalized with this condition, researchers say.

The finding highlights the importance of ad-
dressing hepatic complications and nonhepatic 
comorbidities with a comprehensive and inter-
disciplinary approach that includes social deter-
minants of health, said Emad Qayed, MD, MPH, 
AGAF, an associate professor of medicine at Em-
ory University School of Medicine, Atlanta.

The study by Dr. Qayed and colleagues 
was published in the Journal of Clinical Gas-
troenterology (2022 Apr 1. doi: 10.1097/
MCG.0000000000001698).

Previous studies have indicated that Black 
people are less likely than White people to de-
velop nonalcoholic fatty liver disease (NAFLD), 
despite the fact that prevalence is increasing. 
Furthermore, when Black people do develop 
NAFLD, the disease is less likely to progress to 
NASH. In cases in which NASH does develop, the 
evidence has been mixed as to the effect of race 
on hospital outcomes.

To shed new light on that question, Dr. Qayed 
and colleagues analyzed data from 2016 to 2018 
from the National Inpatient Sample, which is 
produced by the Healthcare Cost and Utiliza-
tion Project and is sponsored by the Agency of 
Healthcare Research and Quality.

They identified 43,409 hospitalizations for 
NASH, with 41,143 White patients and 2,266 
Black patients. The mean age of the Black pa-
tients was less than that of the White patients 
(56.4 years vs. 63.0 years), and Black patients 
were more likely to be women (69.9% vs. 
61.6%).

More of the Black patients had hypertension, 
obesity, chronic kidney disease, and congestive 
heart failure, while more of the White patients 
had diabetes, dyslipidemia, and ischemic heart 
disease.

Among the Black patients, 33.6% had cirrho-
sis, compared with 56.4% of the White patients. 
Likewise, among the Black patients, there were 
fewer manifestations of decompensated cirrho-
sis, compared with the White patients. Black 
patients were also less likely to have had to un-
dergo upper endoscopy and paracentesis.

The Black patients died in the hospital at a 
rate of 3.9%, which was not significantly higher 
than the 3.7% rate for the White patients (unad-
justed odds ratio, 1.06; 95% confidence interval, 
0.84-1.32; P = .6). But, when the researchers 
adjusted for age, sex, cirrhosis, risk of mortality 
(based on the overall number and severity of 
diseases), and insurance status, there were sig-
nificantly higher odds of mortality among the 
Black patients (adjusted OR, 1.34; 95% CI, 1.05-
1.71; P = .018).

They did not find any association between 
hospital size, location, or region with mortality.

They also found no difference in mortality 

between Black patients and White patients 
among those those with and those without 
cirrhosis. However, they found that Black pa-
tients were more likely to have acute kidney 
injury, chronic kidney disease, and conges-
tive heart failure.

Regarding the reasons for hospitalization, the 
researchers found liver-related illnesses, such as 
hepatic failure and noninfectious hepatitis, to be 
most common among the White patients. Circu-
latory disorders, such as heart failure, and endo-
crine disorders, such as diabetes mellitus with 
complications, were found to be most common 
among the Black patients.

The length of time in the hospital was longer 
for the Black patients than the White patients 
(6.3 days vs. 5.6 days; P < .0001). The cost of 
hospitalization was higher for Black patients as 
well ($18,603 vs. $17,467). This suggests that 
Black patients were sicker overall, despite their 
lower rates of liver complications.

“Clinicians should consider NASH as part of 
the metabolic syndrome,” Paul Martin, MD, AGAF, 
chief of digestive health and liver diseases at the 
University of Miami, told this news organiza-
tion. He was not involved in the study.

“Typically, these patients have a number of risk 
factors for fatty liver, including obesity and often 
hyperlipidemia, hypertension, and sleep apnea,” 
he said. “Clinicians should screen their patients 
for such comorbidities and then treat them.”

Dr. Qayed and Dr. Martin reported no relevant 
financial relationships. ■
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BY JOON WOO PARK, DONG HOON BAEK, 
AND SO JEONG LEE

Previously published in Gastroenterology (2020 
Feb;158[3]:482-4).

A 60-year-old man with C3 tetraplegia was
referred to our department for evaluation

of abdominal pain and hematochezia. He was 
diagnosed with adrenal insufficiency 5 years 
prior and has been taking low-dose predniso-
lone (7.5 mg) once a day. One year before pre-
sentation, he complained of intermittent loose, 
mucoid stool and abdominal pain. Sigmoidos-
copy revealed multiple small yellowish plaques 
in the sigmoid colon (Figure A). However, 
symptoms improved without any treatment, 
and he was discharged from the rehabilitation 
department. He was readmitted for respiratory 
rehabilitation owing to dyspnea. On hospital 
day 4, he complained of abdominal pain and 
passing loose stool with foul odor 4-5 times 
a day. On hospital day 7, the abdominal pain 
worsened, and hematochezia occurred.

On physical examination, he was 

hemodynamically stable and afebrile. The abdo-
men was soft with mild tenderness on palpation 
in the periumbilical area without peritoneal 
signs. Laboratory studies were notable with a he-
moglobin level of 10.7 g/dL, total protein of 4.09 
g/dL, and albumin of 2.21 g/dL. Inflammatory 
marker (C-reactive protein) was mildly elevated 
to 1.83 mg/dL. Serology for human immuno-
deficiency virus was negative. Tumor markers, 
such as carcinoembryonic antigen, carbohydrate 
antigenic determinant, and alpha-fetoprotein, 
were within the normal range. Antineutrophil 
cytoplasmic antibody was negative, and rheumat-
ic factor was within the normal range. Findings 
from stool for acid-fast bacillus and Clostridioides 
difficile toxin were negative; no pathogens were 
cultured, and no parasites were identified.

Sigmoidoscopy revealed diverse, multiple 

polypoid lesions (3-10 mm) with erythema, 
edema, and friability surrounding the entire 
lumen on the sigmoid colon (Figure B). The 
number and size of the polypoid lesions in-
creased compared with the endoscopic findings 
obtained 1 year prior. The lesions easily bled on 
contact. Multiple biopsies of different sites were 
taken. An abdominal computed tomography 
scan showed multiple polyps of <1 cm that were 
confined to the sigmoid colon (Figure C, arrow).

Based on this information, what is the most likely 
diagnosis?

The answer is on page 31.

What’s your 
diagnosis?
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to summarize the evidence and to provide the 
clinician with a single document which distills 
the evidence down into clinically applicable 
guidance statements,” Laura Targownik, MD, as-
sociate professor of medicine at the University of 
Toronto and corresponding author of the prac-
tice update published in Gastroenterology (2022 
Feb 16. doi: 10.1053/j.gastro.2021.12.247) said 
in an interview.

“PPIs are highly effective medications for spe-
cific gastrointestinal conditions, and are largely 
safe. However, PPIs are often used in situations 
where they have minimal and no proven benefit, 
leading to unnecessary health care spending and 
unnecessary exposure to drugs. Our paper helps 
clinicians identify which patients require long-
term PPI use as well as those who may be using 
them unnecessarily, and provides actionable 
advice on how to deprescribe PPIs from those 
deemed to be using them without clear benefit,” 
said Dr. Targownik.

An estimated 7%-15% of health care patients 
in general and 40% of those over 70 use PPIs at 
any given time, making them among the most 
commonly used drugs. About one in four pa-
tients who start PPIs will use them for a year 
or more. Aside from their use for acid-mediated 
upper gastrointestinal conditions, PPIs often find 
use for less well-defined complaints. Since PPIs 

are available over the counter, physicians may 
not even be involved in a patient’s decision to 
use them. 

Although PPI use has been associated with 
adverse events, including chronic kidney dis-
ease, fractures, dementia, and greater risk 
of COVID-19 infection, there is not 
high-quality evidence to suggest that 
PPIs are directly responsible for any of 
these adverse events. 

The authors suggested the primary 
care provider should periodically re-
view and document the complaints or 
indications that prompt PPI use. When 
a patient is found to have no chronic 
condition that PPIs could reasonably 
address, the physician should consider 
a trial withdrawal. Patients who take 
PPIs twice daily for a known chronic condi-
tion should be considered for a reduction to a 
once-daily dose.

In general, PPI discontinuation is not a good 
option for most patients with complicated 
gastroesophageal reflux disease, such as those 
with a history of severe erosive esophagitis, 
esophageal ulcer, or peptic stricture. The same 
is true for patients with Barrett’s esophagus, eo-
sinophilic esophagitis, or idiopathic pulmonary 
fibrosis.

Before any deprescribing is considered, the 
patient should be evaluated for risk of upper 
gastrointestinal bleeding, and those at high risk 
are not candidates for PPI deprescribing. 

When the decision is made to withdraw PPIs, 
the patient should be advised of an increased 
risk of transient upper gastrointestinal symp-
toms caused by rebound acid hypersecretion. 

The withdrawal of PPIs can be done abruptly, 
or the dose can be tapered gradually. 

PPI-associated adverse events should not be 

a consideration when discussing the option of 
withdrawing from PPIs. Instead, the decision 
should be based on the absence of a specific 
reason for their use. A history of such adverse 
events, or a current adverse event, should 
not be a sole reason for discontinuation, nor 
should risk factors associated with risk of ad-
verse events. Concerns about adverse events 
have driven recent interest in reducing use of 
PPIs, but those adverse events were identified 

through retrospective studies and 
may be only associated with PPI use 
rather than caused by it. In many 
cases there is no plausible mechanis-
tic cause, and no clinical trials have 
demonstrated increased adverse 
events in PPI users. 

Three-quarters of physicians say 
they have altered treatment plans for 
patients because of concerns about 
PPI adverse events, and 80% say they 
would advise patients to withdraw 

PPIs if they learned the patient was at increased 
risk of upper gastrointestinal bleeding. Unnec-
essary withdrawal can lead to recurrent symp-
toms and complications when PPIs are effective 
treatments. “Therefore, physicians should not 
use concern about unproven complications of 
PPI use as a justification for PPI deprescribing 
if there remain ongoing valid indications for PPI 
use,” the authors wrote.

Dr. Targownik has received investigator-initi-
ated funding from Janssen Canada and served 
on advisory boards for AbbVie Canada, Takeda 
Canada, Merck Canada, Pfizer Canada, Janssen 
Canada, Roche Canada, and Sandoz Canada. 
She is the lead on an IBD registry supported by 
AbbVie Canada, Takeda Canada, Merck Canada, 
Pfizer Canada, Amgen Canada, Roche Canada, 
and Sandoz Canada. None of the companies 
with whom Dr. Targownik has a relation are 
involved in the manufacturing, distribution, or 
sales of PPIs or any other agents mentioned in 
the manuscript. ■
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Deprescribe only in certain situations
PPIs from page 1

“PPIs are highly effective medications 
for specific gastrointestinal conditions, 
and are largely safe. However, PPIs 
are often used in situations where they 
have minimal and no proven benefit.”

AGA Clinical Practice Update: Expert Review

Personalizing GERD diagnosis and treatment
BY JIM KLING

MDedge News

A recent American Gastroenter-
ological Association Clinical 

Practice Update for evaluation and 
management of gastroesophageal 
reflux disease (GERD) focuses on 
delivering personalized diagnostic 
and therapeutic strategies. 

The document includes new 
advice on use of upfront objective 
testing for isolated extraesopha-
geal symptoms, confirmation of 
GERD diagnosis prior to long-term 
GERD therapy even in PPI re-
sponders, as well as important el-
ements focused on personalization 
of therapy. 

Although GERD is common, with 

an estimated 30% of people in the 
United States experiencing symp-
toms, up to half of all individuals 
on proton-pump inhibitor (PPI) 
therapy report incomplete symp-
tom improvement. That could be 
due to the heterogeneous nature 
of symptoms, which may include 
heartburn and regurgitation, chest 
pain, and cough or sore throat, 
among others. Other conditions 
may produce similar symptoms or 
could be exacerbated by the pres-
ence of GERD. 

The authors of the expert re-
view, published in Clinical Gas-
troenterology and Hepatology 
(2022 Feb 2. doi: 10.1016/j.
cgh.2022.01.025), note that 
these considerations have driven 

increased interest in personalized 
approaches to the management 
of GERD. The practice update 
includes sections on how to ap-
proach GERD symptoms in the 
clinic, personalized diagnosis 
related to GERD symptoms, and 
precision management. 

In the initial management, the au-
thors offer advice on involving the 
patient in creating a care plan, the 
patient educating, and conducting 
a 4- to 8-week PPI trial in patients 
with heartburn, regurgitation, or 
noncardiac chest pains without ac-
companying alarm signals. If symp-
toms don’t improve to the patient’s 
satisfaction, dosing can be boosted 
to twice per day, or a more effective 
acid suppressor can be substituted 

and continued at a once-daily dose. 
When the response to PPIs is ade-
quate, the dose should be reduced 
until the lowest effective dose is 
reached, or the patient could po-
tentially be moved to H2-receptor 
antagonists (H2RA) or other antac-
ids. However, patients with erosive 
esophagitis, biopsy-confirmed Bar-
rett’s esophagus, or peptic stricture 
must stay on long-term PPI therapy.

The authors also gave advice on 
when to conduct objective testing. 
When a PPI trial doesn’t adequately 
address troublesome heartburn, re-
gurgitation, and/or noncardiac chest 
pain, or if alarm systems are pres-
ent, endoscopy should be employed 
to look for erosive reflux disease or 

Continued on following page
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long-segment Barrett’s esophagus 
as conclusive evidence for GERD. If 
these are absent, prolonged wireless 
pH monitoring while a patient is off 
medication is suggested. In addi-
tion, patients with extraesophageal 
symptoms suspected to be caused 
by reflux should undergo upfront 
objective reflux testing while off PPI 
therapy rather than doing an empir-
ic PPI trial. 

The authors advise that, if pa-
tients don’t have proven GERD 
and are continued on PPI therapy, 
they should be evaluated within 12 
months to ensure that the therapy 
and dose are appropriate. Physi-
cians should offer endoscopy with 
prolonged wireless reflux monitor-
ing in the absence of PPI therapy 
(ideally after 2-4 weeks of with-
drawal) to confirm that long-term 
PPI therapy is needed. 

In the section on personalization 
of disease management, the authors 
note that ambulatory reflux mon-
itoring and upper gastrointestinal 
endoscopy can be used to guide 
management of GERD. When upper 
GI endoscopy reveals no erosive 

findings and esophageal acid ex-
posure time (AET) is less than 4% 
throughout all days of prolonged 
wireless pH monitoring, the physi-
cian can conclude that the patient 
has no pathologic gastroesopha-
geal reflux and is likely to have a 
functional esophageal disorder. In 
contrast, erosive findings during 
upper GI endoscopy and/or AET 
more than 4% across at least 1 day 
of wireless pH monitoring suggests 
a GERD diagnosis. 

Optimization of PPI is important 
among patients with GERD, and the 
authors stress that patients should be 

educated about the safety of PPI use. 
Adjunctive pharmacotherapy is 

useful and can include alginate ant-
acids for breakthrough symptoms, 
H2RAs for nocturnal symptoms, 
baclofen to counter regurgitation 
or belching, and prokinetics for 
accompanying gastroparesis. The 
choice of medications depends on 
the phenotype, and they should not 
be used empirically.

For patients with functional 
heartburn or reflux disease linked 
to esophageal hypervigilance, reflux 
sensitivity, or behavioral disorders, 
options include pharmacologic 

neuromodulation, hypnotherapy 
provided by a behavioral thera-
pist, cognitive-behavioral therapy, 
and diaphragmatic breathing and 
relaxation. 

If symptoms persist despite ef-
forts at optimization of treatments 
and lifestyle factors, ambulatory 
24-hour pH-impedance monitoring
on PPI can be used to investigate
mechanistic causes, especially
when there is no known antire-
flux barrier abnormality, but the
technique requires expertise to
correctly interpret. This can ensure
that the symptoms are not due to
reflux hypersensitivity, rumination
syndrome, or a belching disorder.
When symptoms are confirmed
to be treatment resistant, therapy
should be escalated, using a strat-
egy that incorporates a pattern of
reflux, integrity of the antireflux
barrier, obesity if present, and psy-
chological factors.

Surgical options for confirmed 
GERD include laparoscopic fundo-
plication and magnetic sphincter 
augmentation. Transoral incision-
less fundoplication can be per-
formed endoscopically in selected 
patients. For obese patients with 
confirmed GERD, Roux-en-Y gastric 
bypass is effective at reducing re-
flux and can be used as a salvage 
treatment for nonobese patients. 
Sleeve gastrectomy may exacerbate 
GERD. 

The authors reported relation-
ships with Medtronic, Diversatek, 
Ironwood, and Takeda. The authors 
also reported funding from National 
Institutes of Health grants. ■
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With an estimated 30% of 
people in the United States 
experiencing symptoms, 
up to half of all individuals 
on proton-pump inhibitor 
therapy report incomplete 
symptom improvement.

Continued from previous page
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Vibrating wearable device may help nighttime GERD
BY MARCIA FRELLICK

A vibrating wearable device 
helped people with gas-
troesophageal reflux dis-

ease (GERD) stay positioned on 
their left side while sleeping, alle-
viating nighttime reflux symptoms 
compared with sham treatment, a 
small, randomized study suggests.

People often report having more 
reflux symptoms when sleeping 
on their right side, and experi-
mental studies suggest that sleep-
ing on the right side is associated 
with higher esophageal acid expo-
sure time and slower esophageal 
acid clearance compared with 
sleeping on the left side, the au-
thors wrote.

They cite a possible cause as the 
stomach being above the esophagus 
when a person is sleeping on their 
right side, resulting in more reflux.

“There are two very exciting 
new things that can be learned,” 
Arjan Bredenoord, MD, PhD, 
a principal investigator of the 
study and professor of neuro-
gastroenterology and motility 
at the Academic Medical Center 
in Amsterdam, said in an inter-
view. “First, we show that a device 
that trains people to sleep on the 
left side really helps to relieve 
nocturnal reflux symptoms. Sec-
ond, the study was performed 
completely remotely, with the pa-
tients being at home.

“The devices were shipped to 
the patients. All contact was via 
video calling, and questionnaires 
were done via links in emails that 
were linked to secure databases 
to store the patients’ symptom re-
sponses,” he added.

The findings were published 
online in Clinical Gastroenterolo-
gy and Hepatology (2022 Mar 13. 
doi: 10.1016/j.cgh.2022.02.058).

A study in sleep 
positional therapy
Researchers performed a double- 
blind, randomized, sham-con-
trolled trial in 100 patients with 
nighttime GERD symptoms who 
wore a programmed device (about 
1.5 inches square) on their chest, 
midsternum.

Patients were advised to sleep 
on their left side and randomly 
assigned (1:1) either to a group 

whose device produced a gentle 
vibration when they flipped onto 
their right side throughout sleep or 
to the group whose device vibrated 
when they flipped to the right side 
but only for the first 20 minutes of 
use (the sham intervention).

The primary outcome for suc-
cess in this study was defined as 
at least a 50% reduction in the 
Nocturnal Gastroesophageal Re-
flux Disease Symptom Severity 
and Impact Questionnaire (N-GS-
SIQ) score. Secondary outcomes 
included change in sleep position 
and reflux symptoms.

In the intention-to-treat analy-
sis, the rate of treatment success 
was 44% in the intervention 
group vs. 24% in the sham group. 
The risk difference was 20% 
(95% confidence interval, 1.8%-
38.2%; P = .03).

Treatment led to a significant 
avoidance of sleeping on the 
right side (intervention 2.2% vs. 
sham 23.5%; P ≤ .0001) and an 
increased time of sleeping on the 
left side (intervention 60.9% vs. 
sham 38.5%; P ≤ .0001).

Patients in the intervention 
group also had more reflux-free 
nights (9 nights vs. 6 nights for 
the sham group).

After 2 weeks of treatment, 
the average total N-GSSIQ scores 
were lower in the active device 
group (18.8 vs. 23.7 in the sham 
group; P = .04).

Most with GERD have 
nighttime symptoms
The authors pointed out that up to 
80% of patients with GERD expe-
rience symptoms during the night, 
such as heartburn and regurgi-
tation, which can significantly 
impair sleep quality and daytime 
functioning.

Solutions are of high interest 
because current measures have 
shortcomings.

Raising the head-end of the bed 
and lengthening the time between 
dinner and bedtime have limited 
effect, the authors explained. And 
while proton pump inhibitors are 
very effective for daytime symp-
toms, they have limited efficacy 
for nighttime reflux symptoms.

Antireflux pillows, which are 
designed to keep patients on their 
left side through the night, have 
been found to result in less re-
cumbent acid exposure and less 
self-reported nighttime reflux 
symptoms, but they do not allow 
for spontaneous body movements 
and can be uncomfortable, they 
explained.

The lightweight vibration de-
vice, made by Side Sleep Tech-
nologies BV, registers the sleep 
position of a subject at 30-second 
intervals. It categorizes sleep po-
sition as supine, right, left, prone, 
or upright.

Michiel Allessie, CEO of Side 
Sleep Technologies, said in an in-
terview that the wearable V1.0 is 
sold as a consumer electronic de-
vice rather than a medical device 
in the United Kingdom. He said 
the company expects to sell the 
V1.0 in the United States starting 
in June, with a target price of $99.

Promising but device still 
needs real-world testing
When asked to comment, Philip 
Katz, MD, AGAF, a gastroenterol-
ogist at Weill Cornell Medicine in 
New York, said it was a fantastic 
study scientifically and academ-
ically incredibly interesting, but 
the device is not a panacea.

Dr. Katz said he will remain 
skeptical until the device is tested 
in real life, and added that it’s im-
portant to remember this is one 
study with 100 people.

He also wondered whether 
there might be an even better 
solution in a well-designed wedge, 
for example, and whether the 
buzzing of this product might 

“First, we show that a device 
that trains people to sleep on the 
left side really helps to relieve 
nocturnal reflux symptoms. 
Second, the study was 
performed completely remotely, 
with the patients being at home.”
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affect sleep quality. If so, would 
that be worth the tradeoff?

Dr. Katz noted that busy phy-
sicians may not have the time 
to determine whether patients 
truly have nocturnal GERD or just 
similar symptoms. This study in-
cluded people who were carefully 
screened by the researchers for 
nocturnal reflux symptoms, he 
pointed out.

Based on this study, Dr. Katz 
said he would tell patients, “You 
have a 50% chance to be helped 
because their primary outcome 
was met by 44%.”

He said the decision is up to the 
patients and comes down to this: 
“It’s better than nothing for sure. 
Is it worth $100? You tell me.”

Dr. Bredenoord said the next 
step is a study using pH-imped-
ance monitoring of the esophagus 

to show that there is also an effect 
on reflux episodes.

The investigational medical de-
vices were provided free of charge 
and without restrictions by Side 
Sleep Technologies BV. Dr. Brede-
noord disclosed research funding 
from Nutricia, Norgine, SST, The-
lial, and Bayer; speaker and/or 
consulting fees from Laborie, Eso-
Cap, Medtronic, Dr. Falk Pharma, 
Calypso Biotech, Alimentiv, Reck-
ett Benkiser, Regeneron, and As-
traZeneca; and previously owned 
shares in Side Sleep Technologies 
BV. Another coauthor received 
research funding from Boston 
Scientific and speaker and/or con-
sulting fees from Cook and Olym-
pus. The remaining authors have 
disclosed no relevant financial 
relationships. Dr. Katz reported 
being a consultant for Phathom 
Pharmaceuticals and Sebela. ■
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Answer to “What’s your diagnosis?” on page 27: 
Colonic malakoplakia

Histopathologic examination of the biop-
sy specimens revealed nodular mixed 
inflammatory cells and infiltration of 

the epithelioid histiocytes in lamina propria 
(Figure D; stain: hematoxylin and eosin; 
original magnification 40×). The histiocytes 
showed foamy and eosinophilic cytoplasm 
(Figure E, arrows) and some of them had a 
targetoid appearance (Figure E, arrowhead; 
stain: hematoxylin and eo-
sin; original magnification 
200×). Von Kossa stains 
highlighted the targetoid 
structures in the histiocytes 
(Figure F, Michaelis-Gut-
mann bodies). The granular 
cytoplasm of the histiocytes 
was positive on periodic 
acid-Schiff stain (Figure G). 
Based on these findings, the 
patient was diagnosed with 
colonic malakoplakia.

Malakoplakia is an uncom-
mon, chronic, granuloma-
tous inflammatory disease. 
It most commonly affects 
the urinary tract and gas-
trointestinal tract, but may 
occur at any anatomic site. 
Malakoplakia of the gastro-
intestinal tract are seen most 
frequently in the rectum and 
sigmoid and right colon.1 It 
is diagnosed by the charac-
teristic histologic feature of 
accumulated histiocytes with 

abundant eosinophilic granular cytoplasm con-
taining basophilic inclusions, consistent with 
Michaelis-Gutmann bodies. Although the exact 
etiology and pathogenesis of malakoplakia 
are unclear, it seems to originate from an ac-
quired defect in the intracellular destruction of 
phagocytosed bacteria, usually associated with 
Escherichia coli, Klebsiella, and Mycobacteri-
um.2 It can have various causes, such as immu-
nosuppression, malignant neoplasms, systemic 
diseases, and genetic diseases. Clinical man-
ifestation of colonic malakoplakia is diverse, 
ranging from asymptomatic to malaise, fever, 
abdominal pain, diarrhea, hematochezia, and 
intestinal obstruction. Granulomatous reaction 

of malakoplakia generates the endoscopic 
appearance of lesions, which ranges from 
plaques to nodules and yellow-brown masses. 
In the early stage, malakoplakia commonly 
presents as soft yellow to tan mucosal plaques 
endoscopically, as seen in our case (Figure A). 
As the disease progresses in the later stage, 
malakoplakia presents as raised, grey to tan 
polypoid lesions of various sizes with periph-
eral hyperemia and a central depressed area, 
as seen in our case (Figure B).3 Because of this 
endoscopic morphology, colonic malakoplakia 
may be misdiagnosed as atypical lymphoma, 
familial adenomatous polyposis, and metastat-
ic carcinoma. To date, the natural course of 

malakoplakia of the colon is 
unclear, and no guidelines for 
treatment, treatment meth-
ods, duration of treatment, 
or surveillance are currently 
available. However, treatment 
of malakoplakia is essential to 
reduce immunosuppression 
and includes antibiotics with 
intracellular action and cho-
line agonists that replenish 
the decreased cyclic 3’, 5’-gua-
nosine monophosphate levels. 
In summary, although mala-
koplakia of the colon is very 
rare, it should be considered 
in the differential diagnosis of 
polypoid colonic lesions, espe-
cially in immunocompromised 
or malnourished patients.
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Radiofrequency ablation has long-lasting 
protective effects in esophageal cancer

BY MARCIA FRELLICK
Mdedge News

Radiofrequency ablation (RFA) is effective 
and long lasting in preventing esophageal 
adenocarcinoma, new data suggest.

Researchers, led by Paul Wolfson, MBBS, from 
the Wellcome/EPSRC (Engineering and Physical 
Sciences Research Council) Centre for Interven-
tional & Surgical Sciences, University College 
London, also found that most treatment relapses 
happen early and can be re-treated successfully. 

Findings were published in a final 10-year 
report from the United Kingdom National Halo 
Radiofrequency Ablation Registry and in Gastro-
intestinal Endoscopy (2022 Feb. doi: 10.1016/j.
gie.2022.02.016). Because RFA has been used 
in mainstream clinical practice only since 2005, 

long-term data of more than 
5 years hasve been lacking.

Multiple studies have 
shown that RFA is effective 
in preventing esophageal 
cancer, but data have been 
lacking on how long RFA 
is effective in preventing 
esophageal adenocarcinoma 
in patients with dysplastic 
Barrett’s esophagus (BE). 
A significant number of pa-

tients with dysplastic BE do not initially have 
visible lesions. For instance, the U.S. RFA Patient 
Registry reported an average 2.7-year follow-up 
of 4,982 patients, but only 1,305 had dysplasia, 
the authors of the U.K. report note.

“It is well-established that endoscopic treat-
ment of dysplastic BE is initially successful in up 
to 90% of patients,” the authors wrote. “What 
is less well understood is how long that benefit 
lasts and if this contributes to a substantial re-
duction in progression to cancer.”

Researchers prospectively gathered data from 
2,535 patients from 28 U.K. specialist centers 
who underwent RFA therapy for BE (average 
length 5.2 cm, range 1-20 cm). Among the group, 
20% had low-grade dysplasia, 54% had high-
grade dysplasia, and 26% had intramucosal 
carcinoma.

They looked at rates of invasive cancer and 
analyzed data for 1,175 patients to assess clear-
ance rates of dysplasia (CR-D) and intestinal 
metaplasia (CR-IM) within 2 years of starting 
RFA, then looked at relapses and rates of return 
to CR-D and CR-IM after more therapy.

One year after RFA therapy, the Kaplan Mei-
er (KM) rate of invasive cancer in the 2,535 
patients was 0.5%. Ten years after the start 
of treatment, the KM cancer rate was 4.1%, 
with a crude incidence rate of 0.52 per 100 pa-
tient-years. After 2 years of RFA, CR-D was 88% 
and CR-IM was 62.6%.

At 8 years, the KM relapse rates were 5.9% 
from CR-D and 18.7% from CR-IM. Most relapses 
happened in the first 2 years.

“Our study confirms durable reversal of dys-
plasia and BE with RFA, which reduces cancer 
risk by more than 90% compared to historical 
control data of 6-19% per annum,” the authors 
wrote.

Despite advances in diagnosis and treatment 
for esophageal adenocarcinoma, there has been 
only small improvement in 5-year survival over 
the past 40 years, the authors note. Meanwhile, 
the incidence of continues to rise in the Western 
world.

Researchers look for minimally 
invasive solutions
Surgery removing the esophagus and lymph 
node clearance had been the standard for high-
grade dysplasia, the authors wrote. It is still the 
intervention of choice for patients with locore-
gional disease, but it comes with high morbidity 
and mortality rates.

This has spurred researchers to look for a min-
imally invasive solution focused on organ pres-
ervation to treat early disease and avoid surgical 
side effects but also to deliver a cure, according 
to the authors.

Shria Kumar, MD, assistant professor in the Di-
vision of Digestive and Liver Diseases at Univer-
sity of Miami Miller School of Medicine, told this 
publication, “Endoscopic ablation of dysplasia 
or intramucosal cancer is a mainstay of Barrett’s 
treatment.”

She noted the importance of the 10-year time 
period as the initial studies that established 
ablation evaluated outcomes within 1-3 years, 
and more recent data show 5-year favorable 
outcomes.

Citing a study from the New England Journal 
of Medicine (2009 May;360[22]:2277-88), Dr. 

Kumar said, “The present study’s cohort devel-
oped cancer at rates similar to one of the earlier 
U.S.-based cohorts of Barrett’s patients, suggest-
ing that we can draw some parallels.”

She pointed out notable characteristics in the 
U.K. cohort: “The majority of participants were 
male and Caucasian; 80% of had high-grade 
dysplasia or early cancer upon enrollment and 
long-segment Barrett’s.”

That difference is important when thinking 
about how this applies to a more diverse U.S. 
population, she said, or even patients who don’t 
have high-grade dysplasia or early cancer when 
they enroll. 

“It’s also important to point out that individ-
uals with low-grade dysplasia were included in 
this U.K.-based study. There has been evidence 
that persons in Europe with low-grade dysplasia 
have higher rates of progression than persons in 
the U.S. with low-grade dysplasia.”

Dr. Kumar said this may be attributable to 
differences in the way pathologists practice in 
the two countries or in endoscopists’ treatment 
patterns. U.S. guidelines agree that ablation can 
be used in select persons with low-grade dyspla-
sia, she said, but it’s an area that needs further 
study. 

“Overall, though, this is a really important 
study of real-time data showing that ablation 
is impacting cancer rates in a positive way and 
that, in select patients, we can really decrease 
the risk of invasive cancer by endoscopic eradi-
cation therapies,” Dr. Kumar said.

Two coauthors have received grants from 
Medtronic and Pentax Medical. The other 
authors have declared no relevant financial 
relationships. Dr. Kumar reports no relevant fi-
nancial relationships. ■

Dr. Kumar
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NEWS FROM THE AGA

Interview with Dr. John M. Inadomi:  
Inside the 2022 DDW® Presidential Plenary 

This year’s plenary will focus on action 
items to eradicate health disparities in GI. 

The 2022 AGA Presidential Plenary at 
Digestive Disease Week® (DDW) is designed to 
highlight timely and high-impact research as it 
pertains to AGA and the global gastroenterolo-
gy community. This year’s plenary will feature 
a series of invited speaker talks on the ways to 
integrate diversity and inclusion into the field of 
gastroenterology and hepatology. 

AGA President John M. 
Inadomi, MD, AGAF, will pres-
ent his address titled “Don’t 
Talk – Act: The Relevance of 
DEI to Gastroenterologists 
and Hepatologists and the Im-
perative for Action.” Read our 
Q&A with Dr. Inadomi below 
for details on what you can 
expect from the plenary.

Why did you want to 
focus on issues around diversity, equity, 
and inclusion in the presidential plenary?
Most obvious is the pandemic, and the social 
issues the pandemic has amplified have made 
these issues a primary concern for AGA. The 
pandemic forced us to reexamine ourselves and 
to not assume everything we’ve done in the past 
should be done in the future. The diversity of 
AGA and AGA leadership is not where we want it 
to be. I want to use the presidential plenary as a 
platform to discuss race, especially, which is only 
one part of DEI. I can provide perspective as an 
Asian American experiencing a resurgence in 
racism, and I want to involve nationally known 
experts like Monica Webb Hooper who’ve done 
research on this and have fully formed ideas 
on how to frame the questions and talk about 
action items that we, as a society, should adopt. 
The time of reflection and awareness has passed, 
the time of simply providing awareness is past. 
Society needs to adopt action items to address 
and combat racism.

Later in the plenary, I’m pleased to be joined by 
Dr. Byron Cryer and Dr. Sandra Quezada who will 
talk about how they created/developed the AGA 
Equity Project and their work to implement it.

What do you want attendees to take 
home from these various talks?  
We hear a lot of talk about DEI, I hear a lot about 
awareness, a lot of talk about education. I asked 
the presidential plenary speakers to move be-
yond that to provide action items that AGA and 
its members can implement to reduce disparities 
in health outcomes. I hope that we will be able 
to measure these outcomes and see improve-
ment over time coming out of the interventions 
proposed during this session.

Why did you choose disparities in CRC, 
liver disease, and IBD specifically?
I feel like these are core parts of gastroenterolo-
gy and hepatology. So much of the disparities we 
see in colon cancer are a microcosm of the dis-
parities that exist across the spectrum of GI and 
liver disease. They illustrate the problems with 
access and utilization. Disparities in CRC out-
comes are exacerbated by the pandemic. I chose 
liver disease because it’s another area where 
racial disparities exist and are exacerbated by 
the pandemic. All three are core services pro-
vided by gastroenterologists and hepatologists 
and represent areas where racism has caused 
disparities in outcomes. Greatly magnified by the 
pandemic.

Why is the Association of 
Black Gastroenterologists and 
Hepatologists important?  
It’s important for me to listen to people who 
are the target of racism and hear how they 
want AGA to address their concerns. I want 
a better understanding of why ABGH was 
formed and why now. I want to hear what they 
hope to achieve and how they believe the AGA 
can help.

The full AGA Presidential Plenary line-up
We hope you’ll join us for the AGA Presidential 
Plenary, taking place Monday, May 23, at 10 a.m. 
PT during DDW. In addition to Dr. Inadomi’s key-
note address, presentations will include:
• AGA Julius Friedenwald Recognition of Timo-

thy Wang
• AGA Equity Project: Accomplishments and

What Lies Ahead
• The Genesis and Goals of the Association of

Black Gastroenterologists and Hepatologists
(ABGH)

• What We Need to Overcome Racial and Ethnic
Barriers to Engage in Clinical Trials

• Reducing Disparities in Colorectal Cancer
• Reducing Disparities in Liver Disease
• Reducing Disparities in IBD ■

Apply now to become an AGA Fellow 
Applications are now open for

the 2023 AGA Fellowship co-
hort. AGA is proud to formally 
recognize its exemplary members 
whose accomplishments and con-
tributions demonstrate a deep 
commitment to gastroenterology 
through the AGA Fellows Program. 

Those in clinical practice, educa-
tion, or research (basic or clinical) 

are encouraged to apply today.
Longstanding members who 

apply and meet the program crite-
ria are granted the distinguished 
honor of AGA Fellowship and re-
ceive the following:
• The privilege of using the des-

ignation “AGAF” in professional
activities.

• An official certificate and pin

denoting your status. 
• International acknowledgment at

Digestive Disease Week® (DDW).
• A listing on the AGA website

alongside esteemed peers.
• A prewritten, fill-in press release,

and a digital badge to inform oth-
ers of your accomplishment.
Learn more at https://www.

gastro.org/aga-leadership/

initiatives-and-programs/
aga-fellows-program.

Apply for consideration and gain 
recognition worldwide for your 
commitment to the field. 

The deadline is Aug. 24, 2022.

If you have any questions, contact 
AGA Member Relations at mem-
ber@gastro.org or 301-941-2651. ■
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limited, wrote Joseph C. Anderson, 
MD, of the Geisel School of Medicine 
at Dartmouth, Hanover, N.H., and 
colleagues.

“A unique challenge for endos-
copists is that serrated polyps ex-
hibit characteristics that can make 
them more difficult to detect than 
conventional adenomas. Thus, it is 
not surprising that several studies 
have demonstrated a wide variation 
in serrated polyp detection rates.” 
Even so, improved detection and 
resection of these polyps would 
likely improve CRC prevention, they 
noted.

The researchers reviewed data 
from the New Hampshire Colo-
noscopy Registry to explore the 
association between clinically sig-
nificantly serrated polyp (CSSP) 
detection rates and subsequent 
PCCRC risk. 

The study population included 
19,532 patients with follow-up 
events at least 6 months after 
an index colonoscopy. Of these, 
128 cases of CRC were diagnosed 
at least 6 months after an index 
exam. CSSP was defined as any 
sessile serrated polyp, traditional 
serrated adenoma, or any large hy-
perplastic polyp (> 1 cm) or prox-
imal hyperplastic polyp > 5 mm. 
The exams were performed by 142 
endoscopists, 92 of whom were 
gastroenterologists. The 50 non-
gastroenterologists included gen-
eral surgeons, colorectal surgeons, 

and family practitioners. 
The primary outcome was PC-

CRC, defined as any CRC diagnosis 
6 months or longer after an index 
exam. Clinically significant serrated 
polyp detection rate (CSSDR) was 

determined by dividing the total 
number of complete screening 
exams with adequate prep and at 
least one CSSP by the total number 
of complete exams with adequate 
prep. CSSDR was divided into ter-
tiles of less than 3%, 3% up to 9%, 
and 9% or higher. 

Overall, the risk for PCCRC 6 
months or more after an index 
exam was significantly lower for 
exams performed by endoscopists 
with detection rates of 3% up to 
9% and for those with detection 
rates of 9% or higher compared to 
those with detection rates below 
3% (hazard ratios 0.57 and 0.39, 
respectively). 

Significantly more gastro­
enterologists were in the higher 

CSSDR categories compared to 
nongastroenterologists (P = 
.00005). The percentages of gas-
troenterologists in the three 
tertiles from lowest to highest 
detection were 15.2%, 50.0%, 
and 34.8%; compared to 46%, 
44.0%, and 10.0%, respectively, for 
nongastroenterologists. 

In adjusted analysis, higher de-
tection rates were associated with 
lower CRC risk across all time 
periods. 

The researchers also found higher 
CSSDR categories associated with 
lower PCCRC risk for exams by en-
doscopists with adenoma detection 
rates (ADR) of 25% or higher. 

“It may be reasonable to ques-
tion whether a separate serrated 
detection rate is needed in addition 
to ADR,” the researchers wrote in 
their discussion of the findings. 
“These data support our suggestion 
that endoscopists, even those with 
an ADR of 25% or higher, calculate 
their SDR at least once, a recom-
mendation supported by a recent 
review of the American Gastroen-
terological Association,” they noted. 

The study findings were limited 
by several factors, including the 
lack of information on specific en-
doscopic techniques, a lack of data 
on the molecular characteristics of 
the cancers, and potential residual 
confounding variables, the re-
searchers noted. 

However, the results were 
strengthened by the large num-
ber of participating endoscopists 
and by the longitudinal database 
that included detection rates for 

screening exams and detailed polyp 
pathology, they said. The results 
support the need for a serrated 
polyp detection rate benchmark to 
endure complete polyp detection 
and validate the use of CSSDR as 
a quality measure that adds to the 
knowledge of both colonoscopy 
quality and the role of the serrated 
pathway in colorectal cancer, they 
concluded. 

Serrated pathway 
serves as predictor
The current study is an important 
addition to the knowledge of colo-
rectal cancer risk, Atsushi Sakura-
ba, MD, PhD, associate professor of 
medicine at the University of Chica-
go, said in an interview. 

“In addition to the conventional 
adenoma pathway, the serrat-
ed pathway has been recognized 
to account for a significant portion 
of colorectal cancer, but whether 
detection of serrated polyps [is] 
associated with reduction of CRC 
remains unknown,” he said.

Dr. Sakuraba said he was not 
surprised by the study findings. 
Given that the serrated pathway 
is now considered to account for 
approximately 10%-20% of all 
CRC cases, higher detection rates 
should result in lower risk of CRC, 
he noted. 

The findings support the value of 
CSSDR in clinical practice, said Dr. 
Sakuraba. “The study has shown 
that a clinically significant serrated 
polyps detection rate of 3% was 
associated with lower postcolonos-
copy CRC, so endoscopists should 
introduce this to their practice in 
addition to adenoma detection 
rates,” he said. 

However, Dr. Sakuraba acknowl-
edged the limitations of the current 
study and emphasized that it needs 
to be reproduced in other cohorts. 
Prospective studies might be help-
ful as well, he said. 

The study received no outside 
funding. The researchers and Dr. 
Sakuraba had no financial conflicts 
to disclose. ■
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Excess weight over lifetime hikes risk for CRC 
BY MARCIA FRELLICK

MDedge News

Excess weight over a lifetime may play a 
greater role in a person’s risk for colorectal 
cancer (CRC) than previously thought, ac-

cording to new research.
In their paper published online March 17 in 

JAMA Oncology (2022. doi: 10.1001/jamaon-
col.2022.0064), the authors liken the cumulative 
effects of a lifetime with overweight or obesity 
to the increased risk of cancer the more people 
smoke over time.

This population-based, case-control study was 
led by Xiangwei Li, MSc, of the division of clinical 
epidemiology and aging research at the German 
Cancer Research Center in Heidelberg. 

It looked at height and self-reported weight 
documented in 10-year increments starting at 
age 20 years up to the current age for 5,635 peo-
ple with CRC compared with 4,515 people in a 
control group.

Odds for colorectal cancer increased substan-
tially over the decades when people carried the 
excess weight long term compared with partic-
ipants who remained within the normal-weight 
range during the period.

Coauthor Hermann Brenner, MD, MPH, a col-
league in Mr. Li’s division at the German Can-
cer Research Center, said in an interview that 
a key message in the research is that “over-
weight and obesity are likely to increase the 
risk of colorectal cancer more strongly than 

suggested by previous studies that typically 
had considered body weight only at a single 
point of time.”

The researchers used a measure of weighted 
number of years lived with overweight or obe-
sity (WYOs) determined by multiplying excess 
body mass index by number of years the person 
carried the excess weight.

They found a link between WYOs and CRC risk, 
with adjusted odds ratios increasing from 1.25 
(95% confidence interval, 1.09-1.44) to 2.54 
(95% CI, 2.24-2.89) from the first to the fourth 
quartile of WYOs, compared with people who 
stayed within normal-weight parameters.

The odds went up substantially the longer the 
time carrying the excess weight.

“Each [standard deviation] increment in WYOs 
was associated with an increase of CRC risk by 
55% (adjusted OR, 1.55; 95% CI, 1.46-1.64),” the 
authors wrote. “This OR was higher than the OR 
per SD increase of excess body mass index at 
any single point of time, which ranged from 1.04 
(95% CI, 0.93-1.16) to 1.27 (95% CI 1.16-1.39).”

Dr. Brenner said that, although this study 

focused on colorectal cancer, “the same is likely 
to apply for other cancers and other chronic 
diseases.”

Prevention of overweight and obesity to reduce 
burden of cancer and other chronic diseases 
“should become a public health priority,” he said.

Preventing overweight in 
childhood is important
Overweight and obesity increasingly are starting 
in childhood, he noted, and may be a lifelong 
burden.

Therefore, “efforts to prevent their devel-
opment in childhood, adolescence, and young 
adulthood are particularly important,” Dr. Bren-
ner said.

The average age of the patients was 68 years 
in both the CRC and control groups. There were 
more men than women in both groups: 59.7% 
were men in the CRC group and 61.1% were 
men in the control group.

“Our proposed concept of WYOs is comparable 
to the concept of pack-years in that WYOs can 
be considered a weighted measure of years lived 
with the exposure, with weights reflecting the 
intensity of exposure,” the authors wrote.

Study helps confirm what is becoming 
more clear to researchers
Kimmie Ng, MD, MPH, a professor at Harvard 
Medical School and oncologist at Dana-Farber 
Cancer Institute, both in Boston, said in an in-
terview that the study helps confirm what is be-
coming more clear to researchers.

“We do think that exposures over the life 
course are the ones that will be most strongly 
contributing to a risk of colorectal cancer as an 
adult,” she said. “With obesity, what we think is 
happening is that it’s setting up this milieu of 
chronic inflammation and insulin resistance, and 

we know those two factors can lead to higher 
rates of colorectal cancer development and in-
creased tumor growth.”

She said that the ideal, but impractical, 
way to do a study like this would be to follow 
healthy people from childhood and document 
their weight over a lifetime. Instead, this 
case-control study’s protocol asked people to 
recall their weight at different time periods, 
which is a limitation and could lead to recall 
bias.

But the study is important, Dr. Ng said, and 
it adds convincing evidence that addressing 
the link between excess weight and CRC and 
chronic diseases should be a public health 
priority. 

“With the recent rise in young-onset colorec-
tal cancer since the 1990s there has been a lot 
of interest in looking at whether obesity is a 
major contributor to that rising trend,” Dr. Ng 
noted. “If obesity is truly linked to colorectal 
cancer, these rising rates of obesity are very 
worrisome for potentially leading to more 
colorectal cancers in young adulthood and 
beyond.“

The study authors and Dr. Ng report no rele-
vant financial relationships.

The new research was funded by the German 
Research Council, the Interdisciplinary Research 
Program of the National Center for Tumor Dis-
eases, Germany, and the German Federal Minis-
try of Education and Research. ■

“With the recent rise in young-onset 
colorectal cancer since the 1990s 
there has been a lot of interest in 
looking at whether obesity is a major 
contributor to that rising trend.”
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AGA resource
Help your patients understand colorectal 
cancer prevention and screening options by 
sharing AGA’s patient education from the GI 
Patient Center: www.gastro.org/CRC
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