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Dr. Colleen Kelly, AGAF, of Brown University, Providence, R.I., pointed 
to Registry results that show safety, ef�cacy of fecal transplant. 
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Real-world safety, 
ef�cacy found for 
fecal transplant

BY LAIRD HARRISON

Fecal microbiota trans-
plantation (FMT) ap-
pears safe and effective 

as a treatment for most �losǦ
tri�ioi�es �ifficile infections 
as it is currently being ad-
ministered, researchers say.

“We actually didn’t see any 
infections that were defi-
nitely transmissible via fecal 
transplant,” Colleen Kelly, 
MD, AGAF, an associate pro-
fessor of medicine at Brown 
University, Providence, R.I., 
said in an interview.

�he findin�s, pub-

lished online Oct. 1 in 
the journal Gastroenter-
ology (doi: 10.1053/j.
gastro.2020.09.038) come 
from the American Gastro-
enterological Association 
(AGA) National Institutes of 
Health–funded FMT Nation-
al Registry and could allay 
concerns about a treatment 
that has yet to gain full ap-
proval by the Food and Drug 
Administration, despite suc-
cessful clinical trials.

�. �iff. infections are com-
mon and increasing in the 
United States, often can’t 

Test for coronavirus 
before endoscopy, 
AGA recommends

Identifying pancreatitis etiology may 
help prevent progression

BY HEIDI SPLETE
��e��e �e�s

Pancreatitis remains the
third most common 

gastroenterological cause of 
hospital admission. Staying 
on top of the latest quality 

indicators is important for 
the care and safety of pa-
tients, said Jamie S. Barkin, 
MD, AGAF, professor of 
medicine in the division of 
gastroenterology at the Uni-
versity of Miami, in a virtual 
presentation at the annual 

Digestive Diseases: New 
Advances conference jointly 
provided by Rutgers and 
Global Academy for Medical 
Education.

The basics of treatment 
have changed, said Dr. Bar-

BY WILL PASS
��e��e �e�s

The American Gas-
troenterological 
Association (AGA) 

has issued guidance for 
pre-endoscopy coronavi-
rus testing based on a re-
view of existing literature 
and a survey of endosco-
pist risk tolerance.

While serologic antibody 
testing is not recommended 
for any patients, use of nu-
cleic acid amplification test-
ing (NAAT) for viral RNA 
should be informed by local 
prevalence of asymptomatic 
individuals, reported lead 
guideline panelist Shahnaz 
Sultan, MD, AGAF, of the 
University of Minnesota in 
Minneapolis and colleagues.

“The two main concerns 

with a pretesting strategy 
are the false positives and 
false negatives,” the panel-
ists wrote in Gastroenter-
ology. When performing 
endoscopy in a false-nega-
tive patient, health care pro-
viders who wear a surgical 
mask instead of an N95/
N99 respirator may have an 
increased risk of infection, 
and the patient undergoing 
the procedure may be false-
ly reassured that they are 
not contagious, the panel-
ists wrote. 

Among false-positive in-
dividuals, “implications for 
the patient include can-
cellation of the procedure, 
self-quarantine for 14 
days, apprehension, and 
loss of work.” 

Because of these con-
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LETTER FROM THE EDITOR

The disruption of our postpandemic 
world will precipitate innovation 

When this editorial is published, we
will know the results of the national 
election (hopefully) and whether 

there will be a smooth transition of power. We 
should know whether the Affordable Care Act 
will remain intact, 
and we will have in-
dications about the 
impact of a COVID/
flu combinationǤ 
Health care will 
never be the same.

According to a 
recent Medscape 
survey, 62% of U.S. 
physicians saw a re-
duction of monthly 
income (12%  saw a reduction of over 70%) in 
the first ͸ months of this yearǤ �lmost a third 
of the physician workforce is contemplating 
retirement earlier than anticipated. As worri-
some, according to a JAMA article (2020 Aug 
4;324:510-3), the United States saw a 35% in-
crease in excess deaths because of non-COVID 
etiologies, an indication of health care deferral 
and avoidance. We all are scrambling to catch 
up and accommodate an enormous demand.

We are witnessing a “K” shaped recovery 
for both individuals and GI practices. If your 
health care is covered by Medicare, you own a 
mortgage-free home and your wealth is based 

on a balanced equity/bond portfolio, then all 
of your assets increased in value compared to 
last year’s peak valuations. For the other 90% 
of Americans, the recovery is modest, neutral, 
or more often nonexistent. Gastroenterolo-

gists who work in 
academic centers 
or large health 
systems were rel-
atively protected 
from income loss 
by billion-dollar 
credit lines and 
robust days-cash-
on-hand accounts 
available to these 
entities.

Independent practices (critically dependent 
on monthly cash flowȌ were decimated, fur-
thering the trend toward consolidation, re-
tirement, and acquisitions. With the new CMS 
E/M valuations we will see further reduction 
in procedural reimbursement.

Our postpandemic world will be dramatical-
ly different from pre-COVID times. However, 
disruption always precipitates innovation. 
Challenges are great but opportunities are 
clearly evident for those willing to risk.  

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

Dr. Allen

�NEWS Top AGA 
Community patient 
cases

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

to seek advice from colleagues about therapy and 
disease management 
options, best practices, 
and diagnoses. The 
upgraded networking 
platform now features 
a newsfeed for difficult patient scenarios and 
regularly scheduled Roundtable discussions with 
experts in the fieldǤ 

In case you missed it, here are some clinical 
discussions and Roundtables in the newsfeed this 
month:

• Initial results from the FMT National Registry 
(https://community.gastro.org/posts/22693)

• Practice update: Reducing rates of post  
endoscopy esophageal adenocarcinoma 
(https://community.gastro.org/posts/22805) 

• Patient case: Eosinophilic gastrointesti-
nal disease (https://community.gastro.org/
posts/22743)

• Patient case: Repeat colonoscopy following 
splenic injury (https://community.gastro.org/
posts/22739)

• Windows on Clinical GI Roundtables: Crohn’s 
disease and gastroparesis

View upcoming Roundtables in the community 
at https://community.gastro.org/discussions.

According to a JAMA 
article, the United States 
saw a 35% increase in 
excess deaths because of 
non-COVID etiologies, an 
indication of health care 
deferral and avoidance. 
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Diarrhea prevalent among COVID-19 patients with IBD
BY AMY KARON

MDedge News

D iarrhea affected one in every five patients
with inflammatory bowel disease ȋ���Ȍ and 
�����Ǧ1ͻ, compared with only ͹%Ǧ1Ͳ% 

of all patients with �����Ǧ1ͻ in prior studies, reǦ
searchers reported in �linical 
astroenterolo�y 
and �epatolo�yǤ

�n a systematic review and metaǦanalysis of 2͵ 
studies incorporatin� data from ͶͶͻ patients with 
��� and �����Ǧ1ͻ, their most common symptoms 
were fever ȋaffectin� ͶͺǤ͵% of patientsȌ, cou�h 
ȋͶ͸Ǥ5%Ȍ, and diarrhea ȋ2ͲǤ5%ȌǤ �iarrhea was apǦ
proximately twice as prevalent as dyspnea, nausea, 
abdominal pain, and fati�ue, wrote 	erdinando 
�ǯ�mico, M�, of �umanitas �niversity in Milan and 
his associatesǤ ǲȏ�Ȑymptoms experienced by ��� 
patients with �����Ǧ1ͻ are similar to those occurǦ
rin� in the �eneral population, except for a hi�her 
percenta�e of diarrhea,ǳ they wroteǤ �his increased 
prevalence mi�ht result from ��� itself or from inǦ
flammatory effects of viral �ut tropism, they notedǤ 
ǲ�urrently, the dia�nosticȂtherapeutic approach 
does not differ between ��� and nonǦ��� patients, 
but further studies are needed to evaluate whethǦ
er fecal research of viral ��� and treatment with 
��� dru�s may play a role in the mana�ement of 
�����Ǧ1ͻ patientsǤǳ

�o characteri�e the clinical presentation and 
course of patients with ��� and �����Ǧ1ͻ, the 
researchers searched �ubMed, �mbase, �eb of 
�cience, and Med�xiv throu�h 
uly 2ͻ, 2Ͳ2Ͳ, for 
�eywords related to �����Ǧ1ͻ, �rohnǯs disease, 
ulcerative colitis ȋ��Ȍ, and ���Ǥ �hey identified 
2͵ studies presentin� clinical data from adults or 
children with a confirmed ��� dia�nosis and least 
one case of �����Ǧ1ͻǤ �mon� 2Ͷ͵,͹͸Ͳ patients 
with ���, 1,Ͳ2ͺ patients had �����Ǧ1ͻ infection, 
includin� 5Ͳͻ patients with �rohnǯs disease, Ͷ2ͺ 
patients with ��, Ͷͻ patients with indeterminate 
colitis, and Ͷ2 patients for whom the ��� subtype 
was not recordedǤ 

�n all, ͲǤͶ% of patients with ��� had �����Ǧ1ͻǤ 
�early all had been dia�nosed by polymerase chain 
reaction of nasopharyn�eal swabs, and approxiǦ
mately ͶͲ% also had received chest �� scansǤ Most 
were male ȋ5͸Ǥ5%Ȍ, and Ͷ͵Ǥ5% were older than ͸5 

yearsǤ �atients were receivin� a wide ran�e of ��� 
therapies, most commonly antiȂtumor necrosis 
factor a�ents, mesalamine, thiopurineȌ, vedoliǦ
�umab, uste�inumab, steroids, methotrexate, and 
tofacitinibǤ �esults from six studies indicated that 
patients with ��� were si�nificantly more li�ely 
to be dia�nosed with �����Ǧ1ͻ if they were older 
than ͸͸ years ȋodds ratio, 21Ǥ͵Ȍ or had other coǦ
morbidities ȋ��, 1Ǥ2ͶȌǤ �he most commonly used 
dru�s for mana�in� �����Ǧ1ͻ were hydroxychloǦ
roquine, lopinavirȀritonavir, steroids, antibiotics, 
chloroquine, tofacitinib, and infliximabǤ

� total of ͵ͲǤ͸% of patients with ��� and 
�����Ǧ1ͻ were hospitali�ed, 11ǤͶ% stayed in the 
���, ͵Ǥ͹% required mechanical ventilation, and 
͵Ǥͺ% died from �����Ǧ1ͻǤ �i�nificant ris� factors 
for death from �����Ǧ1ͻ included older a�e, acǦ
tive ���, and a �harlson �omorbidity �ndex score 
above 1Ǥ �imilarly, ris� factors for severe �����Ǧ1ͻ 

included older a�e, havin� two or more comorǦ
bidities, receivin� systemic steroids, and receivin� 
mesalamineȀsulfasala�ineǤ �n one study, a recent 
ȋ͵ǦmonthȌ history of corticosteroid treatment was 
associated with a ͸Ͳ% increase in the ris� for seǦ
vere �����Ǧ1ͻǤ �ther immuneǦmediated therapies 
did not show this associationǤ �atients with �� 
were si�nificantly more li�ely to be seen in the �� 
or hospitali�ed, compared with patients with other 
forms of ��� ȋad�usted ��, 12Ǥ͹ȌǤ

�o fundin� sources were disclosedǤ �rǤ �ǯ�mǦ
ico reported havin� no conflicts of interestǤ �wo 
coinvesti�ators disclosed ties to �bb�ie, M��, 
�cherin�Ǧ�lou�h, ��� �harma, and several other 
pharmaceutical companiesǤ

ginews@gastro.org

SOURCE: D’Amico F et al. Clin Gastroenterol Hepatol.
2020 Aug 7. doi: 10.1016/j.cgh.2020.08.003.

Budesonide orodispersible tablets maintained remissions in EoE

Diarrhea is one of the hallmar�
features in inflammatory bowel 

disease ȋ���ȌǤ �he systematic review 
and metaǦanalysis by �ǯ�mico and colǦ
lea�ues hi�hli�hts an increased prevaǦ
lence of diarrhea in ��� patients with 
�����Ǧ1ͻǤ �e have learned that ����Ǧ
�o�Ǧ2 enters the �astrointestinal tract 
throu�h an�iotensinǦconvertin� en�yme 
2, which has been found in absorptive 
enterocytes of the ileum and colonǤ 
�he subsequent invasion can cause a chan�e in 
intestinal microbiota ȋdysbiosisȌ and tri��er diǦ
arrheaǤ �rior studies also reported ����Ǧ�o�Ǧ2 
bein� isolated in the duodenum and rectum 
while showin� ��� sheddin� in approximately 
ͶͲ% of patientsǤ �linicians may now face the diǦ
a�nostic challen�e of distin�uishin� the cause of 
diarrhea as an exacerbation from underlyin� ��� 
versus viral superinfectionǤ �he authors astutely 
hypothesi�ed that havin� access to fecal polyǦ
merase chain reaction tests may be particularly 
useful to �uidin� clinical treatment decisionsǤ

�he study further showed that the mortality 
rate in ��� patients with �����Ǧ1ͻ ȋ͵Ǥͺ%Ȍ was 
lower, compared with the �eneral population 

ȋapproximately 1Ͳ%ȌǤ �his is a simiǦ
lar trend observed in the internationǦ
al ������Ǧ��� database, which now 
includes more than 2,5ͲͲ patients 
worldwideǤ �mportantly, ��� patients 
who are elderly, have multiple comorǦ
bidities, or are on hi�hǦdose corticoǦ
steroids were most at ris� of severe 
����� outcomes, includin� intensive 
care admission and deathǤ �ltimately, 
this metaǦanalysis alon� with expert 

consensus statements from or�ani�ations li�e 
the �nternational �r�ani�ation 	or the �tudy of 
�nflammatory �owel �isease and the �merican 

astroenterolo�y �ssociation, demonstrate that 
��� patients ȋincludin� those on biolo�ic treatǦ
mentsȌ were not at hi�her ris� of contractin� 
�����Ǧ1ͻ, compared with the nonǦ��� populaǦ
tionǤ �hese findin�s should encoura�e ��� paǦ
tients and clinicians to continue maintenance 
biolo�ic and immunosuppressant treatmentsǤ

Lukasz Kwapisz, MD, FRCPC, is assistant profes-
sor of medicine and gastroenterology at Baylor 
�olle�e of �e�icineǡ �o�ston. �e has no conflicts 
of interest. 

Dr. Kwapisz

BY AMY KARON
MDedge News

Budesonide orodispersible tabǦ
lets maintained remissions of 

eosinophilic esopha�itis ȋ�o�Ȍ for 
Ͷͺ wee�s in approximately ͹5% 
of patients and did not increase 
the ris� for most adverse events, 
compared with placebo, accordin� 
to the findin�s of a multicenter, ranǦ
domi�ed, doubleǦblind trialǤ

�hile prior studies have shown 
that swallowed topical corticosteǦ

roids such as budesonide or flutǦ
icasone induce remission in �o�, 
this is the first multicenter phase ͵ 
study of budesonide orodispersible 
tablets ȋ���sȌ for maintainin� reǦ
missions over the lon� term, wrote 
�lex �traumann, M�, of the �wiss 
�o� �esearch 
roup and �niversity 
�ospital �urich, and associates in 

astroenterolo�yǤ

�osinophilic esopha�itis is the 
most common cause of esopha�eal 
dyspha�ia and food impactionǤ 
�wallowed topical corticosteroids 

improve symptoms and inflamǦ
mation, but the offǦlabel use of 
formulations developed for airway 
administration in asthma shows 
ǲsuboptimal esopha�eal tar�etǦ
in� and efficacy,ǳ the researchers 
wroteǤ �n the phase ͵ ���Ǧ2 trial, 
twiceǦdaily treatment with 1ǤͲ m� 
���s had induced clinicohistolo�ic 
remissions in 5ͺ% of adults with 
�o� at ͸ wee�s and in ͺ5% at 12 
wee�sǤ

�o study lon�Ǧterm maintenance 
��� therapy, the researchers ranǦ

domly assi�ned 2ͲͶ of the remitted 
patients to Ͷͺ wee�s of twiceǦdaiǦ
ly ��� ͲǤ5 m�, ��� 1ǤͲ m�, or 
placeboǤ �here were ͸ͺ patients 
per �roupǤ � total of 1Ͷ1 patients 
completed this doubleǦblind phase, 
but all 2ͲͶ were evaluable for the 
primary analysisǤ �he primary 
outcome was remission at wee� 
Ͷͺ, defined as freedom from reǦ
lapse ȋdyspha�ia or odynopha�ia 
rated as Ͷ or hi�her on a 1ͲǦpoint 
numeric ratin� scaleȌ, histolo�ic 

Continued on following page
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IL-23 has key roles in antimicrobial macrophage activity

relapse ȋηͶͺ eosinophils per mm2

hi�hǦpower fieldȌ, food impaction 
requirin� endoscopic intervention, 
and dilationǤ

�fter Ͷͺ wee�s, 51 patients in the 
1Ǧm� �roup ȋ͹5%Ȍ and 5Ͳ patients in 
the ͲǤ5Ǧm� �roup ȋ͹͵Ǥ5%Ȍ remained 
in remission, compared with only ͵ 
patients in the placebo �roup ȋͶǤͶ%Ǣ 
both P less than ǤͲͲͲ1ȌǤ �atients in 
the placebo �roup relapsed after a 
median of ͺ͹ days off ���sǤ �verall, 
��� therapy was similarly efficacious 
re�ardless of factors such as history 
of aller�ic diseases, location of inǦ
flammation at the start of induction, 
or concomitant use of proton pump 
inhibitorsǤ �owever, patients with 
inflammation of all three esopha�eal 
se�ments achieved ǲclinically releǦ
vantǳ �reater rates of remission with 
twiceǦdaily 1ǤͲǦm� ���, compared 
with twiceǦdaily ͲǤ5Ǧm� ��� ȋͺͲ% 
vsǤ ͸ͺ%ȌǤ �n secondary analyses, rates 
of histolo�ic relapse were 1͵Ǥ2% with 
ͲǤ5Ǧm� ��� twice daily, 1ͲǤ͵% with 
1ǤͲǦm� ��� twice daily, and ͻͲ% 
with placebo, and rates of clinical reǦ
lapse were 1ͲǤ͵%, ͹ǤͶ%, and ͸ͲǤ͵%, 
respectivelyǤ ǲ�istolo�ical remission 
in the ��� ͲǤ5 and 1ǤͲ m� twice daily 
�roup was independently maintained 
in all esopha�eal se�ments,ǳ the reǦ
searchers reportedǤ

�ates of most adverse events 
were similar across treatment 
�roups, and no serious treatǦ
mentǦemer�ent adverse events 
were reportedǤ �vera�e mornin� 
serum cortisol levels were similar 
amon� �roups and did not chan�e 
after treatment ended, but four 
patients on ��� therapy developed 
asymptomatic subnormal levels of 
mornin� cortisolǤ ǲ�linically manǦ
ifested candidiasis was suspected 

in 1͸Ǥ2% of patients in the ��� ͲǤ5 
m� �roup and in 11Ǥͺ% of patients 
in the ��� 1ǤͲ m� �roupǢ all infecǦ
tions resolved with treatment,ǳ the 
researchers wroteǤ

�he study and editorial support 
were funded by �rǤ 	al� �harma 

mb�, a pharmaceutical company 
in 
ermanyǤ �rǤ 	al� �harma was 
involved in the study desi�n and 
data collection, analysis, and interǦ
pretationǤ �rǤ �traumann disclosed 

fees from several pharmaceutical 
companies, includin� �rǤ 	al� �harǦ
ma and �stra�eneca, which ma�es 
budesonideǤ �everal other coinvesǦ
ti�ators also disclosed ties to �rǤ 
	al� �harma, �stra�eneca, and othǦ
er pharmaceutical companiesǤ

ginews@gastro.org

SOURCE: Straumann A et al. Gastroenter-
ology. 2020 Jul 25. doi: 10.1053/j.gas-
tro.2020.07.039.

Eosinophilic esopha�itis ȋ�o�Ȍ
continues to rise in prevalence 

and prescription steroid therapy is 
limited to offǦlabel use 
leadin� to a call for acǦ
tion for directed therapy 
for �o� and understandǦ
in� lon�Ǧterm remission 
ratesǤ �n this phase ͵ 
study, �traumann and 
collea�ues studied 
budesonide orodispersǦ
ible tablets ȋ���sȌ and 
their ability to maintain 
remission, compared 
with placebo, at two doses specifǦ
ically desi�ned for �o� in adults 
with proton pump inhibitorȂreǦ
fractory �o�Ǥ �e�ardless of dose, at 
either 1ǤͲ m� twice a day or ͲǤ5 m� 

twice a day, there was an improveǦ
ment in maintainin� remission 
ȋ͹͵Ǥ5% for low dose and ͹5% for 

hi�h dose, compared with 
ͶǤͶ% with placeboȌ at Ͷͺ 
wee�s of therapyǤ �ommon 
side effects studied include 
an increase in candidiasis 
ȋ12%Ǧ1͸% of patientsȌ, 
but there was no statistical 
chan�e in mornin� cortisolǤ 


iven the need for mainǦ
tenance therapy for �o�, 
this study proves lon�Ǧ
term efficacy and safety for 

the treatment of this chronic conǦ
dition with a tar�eted esopha�eal 
formulationǤ �e now have evidence 
of maintainin� remission for �o� 
with a safe sideǦeffect profileǤ 	uǦ

ture research will be needed to loo� 
at lon�Ǧterm steroid use on bone 
health and immune dysre�ulation, 
especially in the pediatric populaǦ
tion, which was not studied in this 
cohortǤ Moreover, future studies 
are needed to determine a miniǦ
mally effective dose to help preǦ
vent potential side effects that can 
maintain remission while allowin� 
discontinuation of all stable proton 
pump inhibitor doses to ensure no 
confoundin� effectǤ

Rishi D. Naik, MD, MSCI, is an assis-
tant professor, department of med-
icine, section of gastroenterology & 
hepatology, Esophageal Center at 
Vanderbilt University Medical Center, 
�ash�illeǡ �enn. �e has no conflicts.

Dr. Naik

Continued from previous page

BY AMY KARON
MDedge News

Interleu�inǦ2͵ optimi�es antimicrobial macǦ
ropha�e activity, which is reduced amon� 
persons harborin� an ��Ǧ2͵ receptor variant 

that helps protect a�ainst inflammatory bowel 
disease ȋ���Ȍ, recent research has foundǤ

ǲ�hese ȏfindin�sȐ hi�hli�ht that the susceptiǦ
bility to infections with therapeutic bloc�ade of 
the ��Ǧ2͵Ȁ��Ǧ12 pathways may be owin� in part 
to the essential role for ��Ǧ2͵ in mediatin� antiǦ
microbial functions in macropha�esǤ �hey furǦ
ther hi�hli�ht that carriers of the ��Ǧ2͵�Ȃ�͵ͺ1 
variant, who are relatively protected from ��� 
and other immuneǦmediated diseases, may be 
at increased ris� for bacterial infection,ǳ �ui �un 
and �lara �braham, M�, of �ale �niversity, �ew 
�aven, �onnǤ, wrote in �ellular and Molecular 

astroenterolo�y and �epatolo�yǤ

��Ǧ2͵ is �ey to the patho�enesis of ��� and 
is bein� studied as a therapeutic tar�et, both 
alone and in combination with ��Ǧ12 bloc�in�Ǥ 
�lthou�h human macropha�es express low 
levels of ��Ǧ2͵ receptor, recent research reveals 
that ��Ǧ2͵� is upǦre�ulated ǲwithin minutes 
of exposure to ��Ǧ2͵,ǳ which promotes si�nalǦ
in� and cyto�ine secretion, the investi�ators 
wroteǤ �owever, the extent to which ��Ǧ2͵ supǦ
ports macropha�e antimicrobial activity was 

un�nownǤ �o characteri�e protein expression, 
si�nalin�, and bacterial upta�e and clearance of 
bacteria by human macropha�es derived from 
monocytes, the investi�ators tested these cells 
with �estern blot, flow cytometry, and �entaǦ

micin protection, which involved coculturin� 
human macropha�es with bacteria, addin� �enǦ
tamicin solution, and then lysin� and platin� 
the cells onto a�ar to assess the extent to which 

Both �enetic studies in humans and functional
studies in mice have pinpointed interleuǦ

�inǦ2͵ and its receptor as a �ey pathway in the 
patho�enesis of inflammatory bowel disease 
ȋ���ȌǤ ��Ǧ2͵ is released from myeloid cells in 
response to sensin� of invadin� pathoǦ
�ens or dan�erǦassociated molecular 
patterns, where it drives induction of 
�h1͹, innate lymphoid cell responses, 
and inflammationǤ 

�un and �braham describe a new 
function for ��Ǧ2͵ actin� in a paracrine 
manner on macropha�es to accelerate 
upta�e and destruction of incomin� 
bacteria via reactive oxy�en, reactive 
nitro�en, and autopha�ic routesǤ �he 
authors then explore how expression 
of ���Ǧprotective ��2͵ receptorȂsusceptibiliǦ
ty variants located in the ��Ǧ2͵� cytoplasmic 
tail mi�ht affect this pathwayǤ �hey find the 
���Ǧprotective ��Ǧ2͵�Ȃ�͵ͺ1� variant reduces 
upta�e and de�radation of bacteria, in addition 

to its role in reducin� amplitude of inflamǦ
matory responsesǤ �hether possession of the 
common ��Ǧ2͵�Ȃ�͵ͺ1� variant predisposes to 
adverse sequelae durin� infections or whether 
bloc�in� ��Ǧ2͵ in ��� may predispose to speǦ

cific infections remains to be seenǤ 
�n which case, it will be important to 
further dissect the mechanism of ��Ǧ
2͵� si�nalin� to ensure therapies seǦ
lectively tar�et inflammatory drivers 
while retainin� protective effectsǤ 

Alison Simmons, FRCP, PhD, is pro-
fessor of gastroenterology, honorary 
consultant gastroenterologist, MRC 
human immunology unit, Weatherall 
Institute of Molecular Medicine, Uni-

versity of Oxford (England), and translational 
gastroenterology unit, Oxford University Hospi-
tals NHS Trust. She has consultancies from Abb-
Vie, Bristol-Myers Squibb, and Janssen, and is a 
cofounder and equity holder in TRexBio.

Dr. Simmons
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  CLINICAL CHALLENGES AND IMAGES

By Shria Kumar, MD, and Stacey Prenner,
MD. Published previously in Gastroenterology
(2019;157[1]:27-8).

A 24-year-old White man with depression and 
anxiety disorder is referred for an isolated 
alanine aminotransferase elevation found by 
his primary medical doctor on routine blood 
work. He denies a family history of liver dis-
ease, although he does report a family his-
tory of lupus. He denies risk factors for viral 
hepatitis. He drinks about three alcoholic 
beverages per week. His family is originally 
from Germany and Ireland. He denies use of 
over-the-counter medications or supplements 
beyond a rare use of ibuprofen. His only 
medication is daily escitalopram. On further 
questioning he also reports abdominal pain. 
The abdominal pain is described as dull, con-
stant, right upper–quadrant pain near his rib 

cage. The pain 
occasionally 
becomes worse 
if he eats fast 
foods. He also 
notes a 3-month 
history of bloat-
ing and alternat-
ing bowel habits 
between diarrhea and constipation.

Physical examination is notable for unre-
markable vital signs and a normal body mass 
index. He has no stigmata of chronic liver dis-
ease or hepatomegaly. He has normal bowel 
sounds without any tenderness to palpation. 
�n inǦoffice 	ibro�can is normal with a value 
of 3 kPa. Aspartate aminotransferase is 33 U/L 
(normal, 10-40 U/L). Viral serologies are nota-
ble for nonreactive hepatitis B surface antigen, 
surface antibody, and core antibody. Hepatitis 

C virus RNA is un-
detectableǤ 	erritin, 
iron, and creatine 
kinase are normal. 
Thyroid-stimulating 
hormone, antimito-
chondrial antibody, 
and antinuclear an-
tibody are negative. 
Ceruloplasmin is 
normal and alpha-1 
antitrypsin showed 

MZ phenotype. An abdominal ultrasound scan 
shows a normal size liver, normal echotexture, 
and sludge in the gallbladder, without any in-
trahepatic or extrahepatic bile duct dilation. 
The extrahepatic bile duct diameter is 0.3 cm.

Antismooth muscle and quantitative immu-
noglobulin tests were ordered. An endoscopy 
is performed for abdominal pain, and duodenal 
endoscopic and histologic images are provided 
ȋ	i�ures � and �ȌǤ

The diagnosis is on page 13.

What is your diagnosis?

AGA INSTITUTE

�FROM THE AGA JOURNALS

the macrophages had taken up the
bacteria.

After 48 hours of exposure to IL-
23 or IL-12, macrophages increased 
their intracellular clearance of clini-
cally relevant bacteria, including En-
terococcus faecalis, adherent invasive 
Escherichia coli, and Salmonella ty-
phimurium. Notably, this did not oc-
cur when the investigators reduced 
(“knocked down”) macrophage 
expression of either IL-23R or IL-12 
receptor alpha-2. Additional investi-
gations showed that in macrophages 
IL-23 promotes bacterial uptake, 
clearance, and autophagy by induc-
ing a pyruvate dehydrogenase kinase 
1 (PDK1)–dependent pathway me-
diated by Janus kinase 2/tyrosine 
kinase 2 and by inducing reactive 
oxy�en species ȋ���Ȍ and reactive 
nitro�en species ȋ���Ȍ pathwaysǤ 
IL-23 also activates two key proteins 
involved in autophagy (ATG5 and 
ATG16L1), the researchers reported. 
ǲ���, ���, and autopha�y cooperate 
to mediate IL-23-induced bacterial 
clearanceǤ �eduction of each ���, 
���, and autopha�y pathway partial-
ly reversed the enhanced bacterial 
clearance observed with chronic IL-
23 treatment.”

	urther tests found that ��Ǧ2͵ 
mediates antimicrobial pathways 
through the Janus kinase 2, tyrosine 
�inase 2, and ����͵ pathways, which 
“cooperate to mediate optimal IL-
23-induced intracellular bacterial 
clearance in human macrophages.” 
Importantly, human macrophages 
showed less antimicrobial ac-
tivity when transfected with the 

IL-23R–Q381 variant than with 
IL-23R–R381. The IL-23R-Q381 
variant, which reduces susceptibility 
to IBD, “decreased IL-23-induced 
and NOD2-induced antimicrobial 
pathways and intracellular bacterial 
clearance in monocyte-derived mac-
rophages,” the researchers explained. 
Evaluating actual carriers of these 
variants showed the same results 
– macrophages harboring IBD-pro-
tective IL-23R–R381/Q381 exhibited
lower antimicrobial activity and less
intracellular bacterial clearance com-
pared with macrophages from carri-
ers of IL-23R–R381/R381.

“Taken together, IL-23 promotes 
increased bacterial uptake and then 
induces a more rapid and effective 
clearance of these intracellular bac-
teria in human monocyte-derived 
macrophages,” the researchers 
wroteǤ ǲ�he reduced inflammatory 
responses observed in IL-23R Q381 
carriers are associated with pro-
tection from multiple immune-me-
diated diseases. This would imply 
that loss-of-function observed with 
the common IL-23R–R381Q vari-
ant may lead to a disadvantage in 
select infectious diseases, including 
through [this variant’s] now identi-
fied role in promotin� antimicrobial 
pathways in macrophages.”

The National Institutes of Health 
provided funding. The investigators 
reported havin� no conflicts of in-
terest.

ginews@gastro.org

SOURCE: Sun R; Abraham C. Cell Molec Gas-
tro Hepatol. 2020 May 28. doi: 10.1016/j.
jcmgh.2020.05.007.
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Delayed cancer screening 
could cause increase in deaths 

BY CAROLYN CRIST

Delays in colorectal cancer
screening because of the 

COVID-19 pandemic could lead to 
higher rates of advanced-stage can-
cer and death, according to a new 
study.

When compared with a delay of 
less than 3 months, the longer de-
lay seen this year may result in an 
11.9% increase in death rates.

“Across the globe, health care sys-
tems are facin� serious difficulties 
while dealing with COVID-19, and it 
is imperative that support is given 
to the public and patients through-
out the crisis, including for high-im-
pact diseases such as  colorectal 
cancer,” Luigi  Ricciardiello, MD, the 
lead study author and a professor 
at the University of Bologna (Italy), 
said in a statement.

Dr. Ricciardiello and colleagues 
presented their research at UEG 
Week Virtual 2020, an internation-
al conference for gastroenterolo-
gists. The study will be published 
in the UEG Journal.

The researchers created a 
model to forecast the effects of 
delayed cancer screening during 
2020. A “moderate” delay of 7-12 
months caused a 3% increase in 
advanced-stage colon cancer, and a 
long delay of more than 12 months 
caused a 7% increase in advanced 
cancer.

Based on a survival rate of 5 years 
for stage 3 or stage 4  colorectal 
cancer, the death rate would in-
crease nearly 12% when screening 
is delayed for more than a year, as 
compared with less than 3 months 
of delay.

In a paper published in Clinical 
Gastroenterology and Hepatology 
in early �eptember, they pro�ected 
that deaths could increase 12% if 
screening is delayed for more than 
a year.

Throughout the pandemic, 
screening programs have been 
delayed in many countries, partic-
ularly across Europe.

United European Gastroen-
terology, a professional medical 
organization for digestive health 
specialists, has called for policy-
makers to implement colon cancer 
screening programs across the Eu-
ropean Union. Annually, more than 
375,000 new cases are diagnosed 
across the EU, and more than 
170,000 people die from colorectal 
cancer, according to a UEG report.

“It is therefore essential that vi-
tal diagnosis tools, like screening 
programs, continue and help to 
prevent mortality rates from rising 
even further,” said Dr. Ricciardiello.

At press time, Dr. Ricciardiello 
had no conflicts of interestǤ

A version of this article originally 
appeared on Medscape.com.
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kin. “A large volume of ringers lac-
tate intravenous fluids �iven within 
the first 2Ͷ hours of admission, as 
opposed to normal saline, may de-
crease the inflammatory response in 
patients with acute pancreatitisǤǳ �he 
preferred dia�nostic method remains 
clinical evaluation alon� with use of 
serum lipase, which is more sensitive 

than serum amylase ȋͻ͹%Ȍ but with 
similar specificity ȋͻͻ%ȌǢ current 
wisdom does not support �� for di-
a�nosis unless there is a dia�nostic 
dilemmaǤ 

�arly establishment of disease 
etiolo�y and its therapy is impera-
tive to attempt to prevent recurrent 
episodes and pro�ression to chronic 

pancreatitis, �rǤ �ar�in saidǤ 
enetic 
testin� studies su��est that approx-
imately 1Ͳ% of acute pancreatitis 
cases are the result of �enetic factors, 
and �rǤ �ar�in recommended per-
formin� �enetic testin� after a first 
attac� of idiopathic acute pancreati-
tis, especially in youn�er patientsǤ 

�here is an extensive list of med-
ications that may cause acute pan-
creatitis, accordin� to a recent study 
published in PLOS One, the most 
common of which include acetamin-

ophen, amiodarone, a�athioprine, 
and an�iotensinǦconvertin� en�yme 
inhibitors, �rǤ �ar�in said ȋ���� �neǤ 
2Ͳ2Ͳ �pr 1͹ doiǣ 1ͲǤ1͵͹1Ȁ�ournalǤ
poneǤͲ2͵1ͺͺ͵ȌǤ  

�urrent recommendations for hos-
pital treatment of acute pancreatitis 
include early lar�eǦvolume fluid re-
placement and initiation of perǦoral 
nutrition as soon as tolerated, as well 
as pain control, �rǤ �ar�in saidǤ �n 
addition, mana�ement includes strict 
�lycemic and tri�lyceride control and 
performance of cholecystectomy for 
mild and or moderate biliary pancre-
atitis or endoscopic retro�rade chol-
an�iopancreato�raphy if the patient 
is not an operative candidate durin� 
the same hospital stayǤ ǲ�n patients 

who cannot under�o sur�ery, endo-
scopic sphincterotomy should be per-
formed to allow spontaneous passa�e 
of any stones still in the �allbladderǤǳ

�urrent recommendations to 
prevent acute pancreatitis include 
avoidin� irritants such as alcohol, 
nicotine, and dru�s �nown to cause 
acute pancreatitis, includin� mar-
i�uana, said �rǤ �ar�inǤ �lso, con-
trollin� metabolic factors such as 
obesity, diabetes, and tri�lycerides 
can help reduce ris� of recurrenceǤ 
�everal of these factors are also 
lin�ed to increased ris� for pro�res-
sion to chronic pancreatitisǤ 

�n addition, acute pancreatitis 
patients should be screened lon�Ǧ
term for development of pancreatic 
exocrine insufficiency, which may be 
present in approximately oneǦquarter 
of patients followin� an acute pancre-
atitis episode, and diabetes, he saidǤ  

	inally, at the time of dischar�e, 
it is essential to evaluate for risk of 
readmission, �rǤ �ar�in saidǤ �n addi-
tion to severe disease and systemic 
inflammatory response syndrome at 
the time of patient dischar�e, several 
factors increase the li�elihood of re-
admission includin� on�oin� abdom-
inal pain requirin� pain medicine, 
obesity, and inability to tolerate solid 
food, he notedǤ 


lobal �cademy for Medical �duca-
tion and this news or�ani�ation are 
owned by the same parent companyǤ

�rǤ �ar�in had no conflicts of in-
terest. 

ginews@gastro.org
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Medications may cause �ares
Pancreatitis from page 1

AGA Resource
�hare �
� 
� �atient �enter 
education on pancreatitis to 
help your patients understand 
testin� and treatment options 
and possible complications at 
httpǣȀȀowǤlyȀnsdn͵Ͳrc�5�Ǥ

DAAs reduce mortality, cancer risk in HCV study
BY ANDREW D. BOWSERMDedge News

D irect-acting antivirals significantly decrease risk of hepatocellular carcinoma and mortality in persons with hepatitis C, according to results of the first prospective, lon-gitudinal study to evaluate the effect of the drugs on complications related to the infection.Compared with no treatment, DAA therapy cut risk of hepatocellu-lar carcinoma by about one-third and all-cause mortality by about half in the study, which includ-ed about 10,000 adult patients with chronic 

hepatitis C virus (HCV) infection treated at 1 of 32 hepatology centers in France (NCT01953458).There were no signs of increased risk of hepato-cellular carcinoma during treatment with DAAs, pro-viding more evidence re-futing earlier, single-center reports that had suggested an increased incidence early after treatment. These findings also coun-terbalance a recent Co-chrane review that could not confirm or reject a po-tential benefit of drugs on long-term morbidity and mortality.
Results of the study, published in the Lancet, 

Distinct features found in young-onset CRC
BY ANDREW D. BOWSERMDedge News

Young-onset colorectal cancer (CRC) has dis-tinct clinical and molecular features, compared with disease diagnosed later in life, according to investi-gators who conducted a 

review that included more than 36,000 patients.CRC patients younger than 50 years of age were more likely to have distal primary tumors, synchro-nous metastatic disease, and microsatellite instabil-ity (MSI) than were older patients, investigators said. 

Conversely, those younger patients were less likely to have BRAF V600 mutations than were patients 50 years old and older, the investiga-tors reported in the journal Cancer.
Very young patients were more likely to have signet- 
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Large study with significant results.

A group of internists is alleging that the board is monopolizing the 

MOC market.
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Class-action suit �led against ABIM over MOCBY ALICIA GALLEGOSMDedge News

A group of internists is suing the American Board of Internal Medicine over its main-tenance of certification (MOC) process, alleging that the board is monopo-lizing the MOC market. The lawsuit, filed Dec. 6, 2018, in Pennsylvania district court, claims that ABIM is charging inflated monopoly prices for maintaining cer-tification, that the organi-zation is forcing physicians to purchase MOC, and that ABIM is inducing employers and others to require ABIM certification. The four plain-

tiff-physicians are asking a judge to find ABIM in viola-tion of federal antitrust law and to bar the board from continuing its MOC process. The suit is filed as a class ac-tion on behalf of all internists and subspecialists required by ABIM to purchase MOC to maintain their ABIM certifi-cations. The plaintiffs seek damages and injunctive re-lief, plus lawsuit and attorney costs arising from ABIM’s alleged antitrust violations.  In a statement, ABIM expressed disappointment at the lawsuit and said the organization will vigorously defend itself, adding that doing so will “consume re-See  ABIM · page 31
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  CLINICAL CHALLENGES AND IMAGES
autoimmune liver disease, immu-
nosuppression may be required in 
addition to abstaining from gluten.3
Our patient was found to have a 
tissue transglutaminase level >100 
U/mL (normal, <4 U/mL). He be-
gan a gluten-free diet guided by a 

nutritionist, with rapid improve-
ment in abdominal symptoms at 
4 weeks, and will be followed to 
ensure normalization of liver en-
zymes, which can take up to 1 year.

References
1. Rubio-Tapia A; Murray JA. Liver involvement in ce-

liac disease. Minerva Med. 2008;99:595-604.

2. Majumdar K et al. Coeliac disease and the liver: 
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response at a tertiary referral centre. J Clin Pathol. 
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3. Marciano F et al. Celiac disease-related hepatic in-
jury: Insights into associated conditions and underly-
ing pathomechanisms. Dig Liver Dis. 2016;48:112-9.
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Answer to “What is your
diagnosis?” on page 10:
Celiac hepatitis

The diagnosis

Endoscopic biopsy of this
severely scalloped duode-
nal mucosa demonstrated 

characteristic findin�s of �lu-
ten-sensitive enteropathy, or 
celiac disease. Celiac disease 
involvement of the liver is a 
common extraintestinal man-
ifestation of this immune-me-
diated disorder, termed celiac 
hepatitis. Celiac hepatitis af-
fects 40% of adults with celiac 
disease.1 The pathogenesis is
poorly understood, but posited 
to be related to autoimmunity 
or toxin-mediated liver injury 

in the setting of gluten expo-
sure, gut permeability, chronic 
inflammation, and host suscep-
tibility, among other mecha-
nisms.1-3

Clinical manifestations of
celiac hepatitis range from un-
explained enzyme elevations 
in the absence of known liver 
disease to autoimmune hepatitis 
to hepatic steatosis, and even 
cirrhosis.1 The initial presenta-
tion can also be elevated liver 
enzymes in the setting of known 
celiac disease, without known 
hepatic disease. Histology of the 
liver is similarly variable, from 
a mild or a chronic hepatitis to 
steatohepatitis and even fibro-
sis.2 Elevated transaminases less
than five times the upper limit 
of normal when found at celiac 
diagnosis suggest celiac hepa-
titis, and do not require further 
work-up.1 For these individuals,
response to a gluten-free diet 
should be monitored and liver 
chemistries should be repeated 
at 6-12 months. Persistently 
elevated aminotransferases 
should prompt further work-
up.1 Generally, enzyme elevation
and even the histologic appear-
ance of the liver improve after 
implementation of a gluten-free 
diet, although not for all.2 In
celiac hepatitis associated with 

The pathogenesis is poorly 
understood, but posited to 
be related to autoimmunity 
or toxin-mediated liver 
injury in the setting of 
gluten exposure.
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Make ACTIVIA®
your probiotic choice.
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ACTIVIA may help reduce the frequency of minor  
digestive discomfort.*
Two double-blind, randomized, placebo-controlled studies, and a pooled analysis of  
these studies, show that ACTIVIA may help reduce the frequency of minor digestive 
discomfort like bloating, gas, abdominal discomfort, and rumbling.1,2*

Both studies were designed to investigate the e ect of ACTIVIA on di erent gastrointestinal 
(GI) outcomes, including GI well-being and frequency of minor digestive discomfort,  
in healthy women.

In both studies, and in the pooled analysis, the composite score of the frequency of minor 
digestive issues over the two-3 and four-week1,2 test periods in the ACTIVIA group was 
significantly lower (P<0.05) than that in the control group.

•  Probiotic foods can bu er stomach acids and increase the chance that the probiotics survive and make it to the intestine. 
•  Probiotic supplements in the form of pills don’t usually provide nutrients that some cultures produce during fermentation. 
•  Fermented dairy products, like yogurt, are a source of nutrients such as calcium, protein, and potassium. 
•  Some individuals have trouble swallowing, or just don’t like pills; but yogurt is easy and enjoyable to consume. 
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Forest plot of composite score of the frequency of minor digestive issues.  
LSmeans = least squares means; CI = confidence interval; N = number of subjects that  

completed the study; test for heterogeneity P > 0.10; test for overall effect P = 0.003.   
 

There are several reasons why your patients should get probiotics from food:

*Consume twice a day for two weeks as part of a balanced diet and healthy lifestyle. Minor digestive discomfort includes bloating, gas, abdominal discomfort, and rumbling.  
1. Guyonnet et al. Br J Nutr. 2009;102(11):1654-62. 2. Marteau et al. Neurogastroenterol Motil. 2013;25(4):331-e252. 3. Marteau et al. Nutrients. 2019;11(1):92.  
©2020 Danone US, LLC.

Consume twice a day.
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�LIVER DISEASE 

Time to screen for liver disease in type 2 diabetes?
BY SARA FREEMAN

MDedge News

W ith high rates of fatty liver
disease known to occur 
among people with type 2 

diabetes, is it time to introduce rou-
tine liver screening into daily diabe-
tes practice? The answer depends 
on whom you ask, and then there 
are still some important caveats. 

From the hepatologist’s per-
spective, there is no excuse not to 
consider liver surveillance now that 
noninvasive screening methods are 
available, suggested Michael Traun-
er, MD, AGAF, of the Medical Univer-
sity of Vienna.

“From a practical standpoint, I 
think every type 2 diabetic over 
50 years of age is at high risk,” and 
consequently should be screened at 
diagnosis, Dr. Trauner said during a 
debate at the virtual annual meet-
ing of the European Association 
for the Study of Diabetes. “I would 
screen at diagnosis and then decide 
on recall depending on noninvasive 
fibrosis mar�ersǤǳ

“It’s a rising problem that we 
are facing these days,” observed 
Michael Roden, MD, chair and 
professor of internal medicine, 
endocrinology and metabolic dis-
eases at Heinrich-Heine University 
in Düsseldorf, Germany, who co-
chaired the session. Not only do 
people with type 2 diabetes have 
an increased risk for developing 
liver diseases, but also there’s a 
higher risk for those with fatty 
liver diseases developing type 2 
diabetes. 

A meta-analysis published in Gut 
illustrates just how big a problem 
this is – nonalcoholic fatty liver 

disease (NAFLD) “doubled the risk 
of type 2 diabetes,” said Dr Ros-
en, who is also the director of the 
division of endocrinology and dia-
betology at University Clinics Düs-
seldorf. That analysis was based on 
more than 500,000 people, almost 
28,000 of whom had incident di-
abetes over a 5-year period (Gut. 
2020 Sep 16. doi: 10.1136/gut-
jnl-2020-322572). 

Screening tools scarce
This makes liver screening in type
2 diabetes patients “a formidable 
challenge,” cautioned Gianluca 
Perseghin, MD, professor of en-
docrinology at the Monza (Italy) 
Polyclinic and the University of Mi-
lano-Bicocca in Milan. 

“Hepatologists generally see 
only the most severe cases,” Dr. 
Perseghin said. Diabetologists and 
endocrinologists would be likely 
to see huge numbers of patients 
that could potentially be at risk 
for liver disease and following the 
recommendations set out in the 
joint European Association for the 
Study of the Liver/EASD/European 
Association for the Study of Obesity 
guidelines would result in a huge 
number of patients bein� identified 
and potentially needing referral, he 
argued. 

“At this stage, we need to build a 
friendly, reliable and cost-effective 
screening process to be applied in 
the health systems,” Dr. Perseghin 
suggested. He proposed that liver 
surveillance would need to be not 
only personalized on a patient level, 
but also at the infrastructure level. 
Measuring liver enzymes, for exam-
ple, was going to be less accurate in 
picking up liver disease but blood 

tests were widely available, where-
as imaging methods were not going 
to be something all diabetes clinics 
would have immediate access to. 

“There are clearly a lot of provoc-
ative decisions still to be made,” 
acknowledged Philip Newsome, 
PhD, FRCPE, an honorary consul-
tant hepatologist at the University 

of Birmingham (England), who co-
chaired the debate. 

“We need to demonstrate that 
looking for the presence of liver 
disease in this cohort changes their 
outcomes in a way that is cost effec-
tive,” said Dr. Newsome, who is also 
the secretary general of EASL. 

“Tests are evolving, but more 
importantly, treatments are evolv-
ing. So, the decision around cost- 
effectiveness will clearly change,” 
he added. 

NAFLD therapies unclear
“There are still a lot of questions,”
Dr. Newsome said during a Novo 
Nordisk–sponsored “Meet the 
Expert” session discussing EASL- 
EASD-EASO guidelines. “We don’t 
have any licensed therapies at the 
moment. But there’s been a huge 

amount of investment, looking at all 
sorts of different approaches.” 

Dr. Newsome added: “We also 
don’t know how to monitor these 
patients. Most of the noninvasive 
[methods] are very useful for stag-
ing patients, but we don’t really 
understand how useful they are for 
monitorin� chan�es in fibrosisǤǳ

Diabetologist Hannele Yki- 
Järvinen, MD, PhD, of the University 
of Helsinki, gave her thoughts on 
the topic during the same session. 

“We should add FIB-4 [Fibrosis-4 
index] to the annual exam and ask 
the lab to calculate FIB-4 automat-
ically,” Dr. Yki-Järvinen said. FIB-4 
is calculated using the patient’s age 
and the results of readily available 
blood tests that measure the AST/
ALT ratio and the platelet count. 

Dr. Trauner has received advi-
sory fees and grant support from 
various companies with an interest 
in developing liver-directed ther-
apies, and is also a coinventor of 
24-norursodeoxycholic acid under 
development for cholestatic liver 
disease and potentially NAFLD. Dr. 
Perseghin has received honoraria 
and grant support from various 
pharmaceutical companies with an 
interest in diabetes care. Dr. Roden 
did not provide any disclosures. Dr. 
Newsome has received research 
grants from Boehringer Ingelheim 
and Novo Nordisk and acted as a 
consultant to many pharmaceu-
tical companies. Dr. Yki-Järvinen 
disclosed receiving consultancy 
fees from Eli Lilly, MSD, and Novo 
Nordisk. 

ginews@gastro.org

SOURCE:  Trauner M; Persghin G. EASD
2020. Session S27.
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INR fails to predict bleeding in patients with cirrhosis 
BY WILL PASS

MDedge News

International normalized ratio (INR) does not
predict periprocedural bleeding in patients 

with cirrhosis, according to a meta-analysis of 
29 studies.

�his findin� should deter the common practice 
of delivering blood products to cirrhotic patients 
with an elevated INR, reported lead author Alex-
ander J. Kovalic, MD, of Novant Forsyth Medical 
Center in Winston Salem, N.C., and colleagues.

“INR measurement among cirrhotic patients 
is important in MELD [Model for End-Stage Liv-
er Disease] prognostication and assessment of 
underlying hepatic synthetic function, however 

the INR alone does not capture the complicat-
ed interplay of anticoagulant and procoagulant 
deficiencies present in cirrhotic coa�ulopathy,ǳ 
Dr. Kovalic and colleagues wrote in Alimentary 
Pharmacology & Therapeutics. “Yet, the ‘cor-
rection’ of these aberrancies among peripheral 
coagulation tests remains common ... even in 
modern practice, and not uncommonly occurs in 
the periprocedural setting.”

According to investigators, addressing INR 
with blood transfusion can have a litany of 
negative effects. Beyond the risks faced by all 
patient populations, increasing blood volume 
in those with cirrhosis can increase portal ve-
nous pressure, thereby raising risks of portal 
gastropathy or variceal hemorrhage. In addition, 

giving plasma products to patients with cirrhot-
ic coagulopathy may further disrupt the balance 
between anticoagulants and procoagulants, po-
tentially triggering disseminated intravascular 
coagulation.

Dr. Kovalic and colleagues noted that the lack 
of correlation between peripheral coagulation 
tests and bleeding risk has been a longstanding 
subject of investigation, citing studies from as 
early as 1981.

To add further weight to this body of evidence, 
the investigators conducted a systematic review 
and meta-analysis involving 13,276 patients 
with cirrhosis who underwent various proce-
dures between 1999 and 2019. Primary out-

Continued on following page
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comes included periprocedural bleeding events
and the association between preprocedural INR 
and periprocedural bleeding events. Secondary 
outcomes included mortality, quantity of blood 
and/or plasma products used, and relation-
ship between preprocedural platelet count and 
periprocedural bleeding events.

The analysis showed that preprocedural INR 
was not si�nificantly associated with periproce-
dural bleeding events (pooled odds ratio, 1.52; 
ͻ5% confidence interval, ͲǤͻͻǦ2Ǥ͵͵Ǣ P α ǤͲ͸Ȍ, 
a findin� that held across ��� threshold sub-
�roupsǤ �imilarly, no si�nificant difference was 
found between mean INR of patients who had 
bleeding events versus that of those who did 
not ȋpooled mean difference, ͲǤͲ5Ǣ ͻ5% ��, ͲǤͲ͵Ǧ
ͲǤ1͵Ǣ P α Ǥ2͵ȌǤ

Preprocedural platelet count was also a poor 
predictor of periprocedural bleeding, with a 
pooled odds ratio of 1Ǥ2Ͷ ȋͻ5% ��, ͲǤ55Ǧ2Ǥ͹͹Ǣ 
P α Ǥ͸ͲȌ, althou�h the investi�ators noted that 
platelet count thresholds varied widely across 
studies, from ͵Ͳ to 15Ͳ έ 1Ͳ9/L. When studies
were stratified by procedural bleedin� ris� 
or procedure type, subgroup effects were no 
lon�er si�nificantǤ �ther secondary endpoints 

were incalculable because of insufficient dataǤ
ǲ�opefully, these findin�s will spar� initiation 

of more large-scale, higher-quality studies ... to re-
inforce minimizing administration of fresh frozen 
plasma for inappropriate correction of INR, which 

carries a multitude of ad-
verse effects among cirrhotic 
[patients],” the investigators 
concluded.

According to Stephen H. 
�aldwell, M�, of the �niver-
sity of �ir�inia in �harlot-
tesville, “The present paper 
augments accumulating 
literature over the past 15 
years that INR should be 
discarded as a measure of 

procedureǦrelated bleedin� ris�Ǥǳ
�rǤ �aldwell pointed out that ǲbleedin� in cir-

rhosis is usually related to portal hypertension, 
not with impaired hemostasis, with the occa-
sional exception of hyperfibrinolysis, which is 
very different from a prolonged INR.”

�e went on to su��est that the present find-
ings should dissuade clinicians from a practice 
that, for some, is reflexive rather than evidence 
based.

“�tǯs remar�able how many medical practices 
become entrenched based on hand-me-down 
teaching during our early training years, and 
remain so for many years beyond as we disperse 
into various medical and sur�ical fields,ǳ �rǤ 
�aldwell saidǤ ǲ�hese learned approaches to 
common problems can clearly persist for gen-
erations despite overwhelming evidence to 
the contrary that usually evolves slowly and 
well-insulated within subspecialties or sub-sub-
specialties, and hence ta�es several �enerations 
of training to diffuse into the wider practice 
of medical care for common problems. These 
may become matters of expedience in decision- 
ma�in�, much li�e the old antibiotic conundrum 
of ǮnoǦthin�ǦaǦcillin,ǯ as critics referred to overǦ
use of broad-spectrum antibiotics. And so it has 
been with the INR.”

The investigators disclosed relationships with 
�bb�ie, �isai, 
ilead, and othersǤ �rǤ �aldwell 
disclosed research support from �aiichi con-
cerning the potential role of anticoagulation 
therapy in preventing cirrhosis progression.

ginews@gastro.org

SOURCE: Kovalic AJ et al. Aliment Pharmacol Ther. 2020
Sep 10. doi: 10.1111/apt.16078.

Dr. Caldwell
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�OBESITY 

Bariatric surgery linked to longer life 
BY JIM KLING

MDedge News

A new analysis of the Swed-
ish �bese �ub�ects ȋ���Ȍ 
study shows that bariatric 

surgery is associated with about a 
͵Ǧyear increase in lifespan, com-
pared with obese patients who do 
not undergo surgery. Still, surgery 
did not restore normal lifespan: 
Surgical patients’ lifespan re-
mained less than that of a sample 
from the general Swedish popula-
tion. The study follows other re-
ports suggesting reduced mortality 
after bariatric surgery, but with a 
longer follow-up. 

“These data add even more ev-
idence to the growing literature 
showing that patients who undergo 
bariatric surgery experience a re-
duction in all-cause long-term mor-
talityǤ �n ma�in� decisions around 
bariatric surgical procedures and 
care, patients and their health 
care providers need to understand 
the trade-offs between improved 
weight, health, and longer-term 
survival versus the sur�ical ris�s 
and problems over time,” Anita P. 
�ourcoulas, M�, M��, chief of mini-
mally invasive bariatric and general 
sur�ery at the �niversity of �itts-
bur�h Medical �enter, said in an 
interviewǤ �rǤ �ourcoulas was not 
involved in the study. 

The results appeared in the New 

�n�land 
ournal of Medicine. 
�he ��� study drew from 25 sur-

�ical departments and ͶͺͲ primary 
health care centers in Sweden. The 
researchers examined data from 
2,ͲͲ͹ patients who underwent 
bariatric sur�ery between 1ͻͺ͹ 
and 2ͲͲ1, and compared their 
outcomes to 2,ͲͶͲ matched con-
trolsǤ �ll were between a�e ͵͹ and 

͸Ͳ years, with a body mass index 
ȋ�M�Ȍ of at least ͵Ͷ ��Ȁm2 for men
and ͵ͺ for womenǤ �hey also com-
pared outcomes with 1,1͵5 indi-
viduals randomly sampled from the 
Swedish population registry. 

Procedures included banding 
ȋ1ͺ%Ȍ, vertical banded �astro-
plasty ȋ͸ͻ%Ȍ, and �astric bypass 
ȋ1͵%ȌǤ �fter an initial �M� reduc-
tion of about 11, the surgery group 
stabili�ed by year ͺ at a �M� about 
͹ lower than baseline, and there 
was little chan�e in �M� amon� 
controls.  

After a mean follow-up of 24 
years ȋinterquartile ran�e, 22Ǧ2͹ 
yearsȌ, there were 1ͲǤ͹ deaths per 
1,ͲͲͲ personǦyears in the sur�ery 
�roup, 1͵Ǥ2 amon� obese controls, 
and 5.2 in the general population 

ȋha�ard ratio, ͲǤ͹͹ for sur�ery 
versus no surgery; P δ ǤͲͲ1ȌǤ �he 
general population had a lower 
mortality than nonsurgical controls 
ȋ��, ͲǤͶͶǢ P δ ǤͲͲ1ȌǤ 

The surgery group had a higher 
median life expectancy than con-
trols ȋmedian, 2ǤͶ yearsǢ ad�usted 
difference, ͵ǤͲ yearsǢ P δ ǤͲͲ1ȌǤ �he 
general population group had a 

median life expectancy that was ͹ǤͶ 
years higher than the control group 
ȋad�usted difference, ͺǤ5 yearsǢ P < 
ǤͲͲ1ȌǤ �he sur�ery �roupǯs median 
life expectancy was still shorter 
than the general population refer-
ence ȋad�usted difference, 5Ǥ5 yearsǢ 
P δ ǤͲͲ1ȌǤ  

�ardiovascular disease ris� was 
lower in the surgery group (HR, 
ͲǤ͹ͲǢ ͻ5% confidence interval, 
ͲǤ5͹ǦͲǤͺ5Ȍ, as was ris� of M� ȋ��, 
ͲǤ51Ǣ ͻ5% ��, ͲǤ͵͵ǦͲǤ͹ͻȌ, heart fail-
ure ȋ��, ͲǤ52Ǣ ͻ5% ��, ͲǤ͵1ǦͲǤͺͺȌ, 
and stro�e ȋ��, ͲǤͶ5Ǣ ͻ5% ��, ͲǤ2ͶǦ
ͲǤͺͶȌǤ �ancer mortality was also 
lower ȋ��, ͲǤ͹͹Ǣ ͻ5% ��, ͲǤ͸1ǦͲǤͻ͸ȌǤ  

In the surgery group, causes of 
death that were elevated over the 
general population included cardio-
vascular causes ȋ��, 2Ǥ͸ͶǢ ͻ5% ��, 

1Ǥ͹ͺǦ͵Ǥͻ1Ȍ and noncardiovascular 
causes, mainly infections; postsur-
gical complications; and factors 
such as alcoholism, suicide, or trau-
ma ȋ��, 1Ǥ5ͲǢ ͻ5% ��, 1Ǥ1ͺǦ1Ǥͻ1ȌǤ  

The study is limited by its ret-
rospective nature and because 
the surgical techniques used at 
the time are less effective than 
those used today and could lead to 
weight gain over time. As a result, 
many patients who underwent 
surgery remained heavier than the 
general population. It’s also pos-
sible that negative health effects 
accumulated before surgery and 
persisted afterwards, according to 
�rǤ �ourcoulasǤ 

�he findin�s are li�ely �enerali�-
able to people with obesity, many 
of whom choose not to undergo 
bariatric surgery despite the po-
tential benefitsǤ ǲ�he population 
studied in ��� had a similar profile 
of underlying medical diseases to 
those groups who undergo bariat-
ric sur�ery today and in the �Ǥ�Ǥ 
and around the world,ǳ said �rǤ 
�ourcoulasǤ 

The study was funded by the 
�wedish �esearch �ouncil and oth-
ersǤ �rǤ �ourcoulas has no relevant 
financial disclosures 

ginews@gastro.org

SOURCE: Carlsson L et al. N Engl J
Med. 2020 Oct 15. doi: 10.1056/NEJ-
Moa2002449.

‘These data add even more evidence to the growing literature 
showing that patients who undergo bariatric surgery 
experience a reduction in all-cause long-term mortality.’

14_15_GIHEP20_11.indd  15 10/28/2020  8:28:58 AM



22 November 2020 / GI & Hepatology News

� IN FOCUS: GASTRIC CANCER

Role of GIs in the U.S. in the 
management of gastric cancer

BY YUTAKA TOMIZAWA, MD, MSC

Introduction
Although gastric cancer is one of the most com-
mon causes of cancer death in the world, the bur-
den of gastric cancer in the United States tends 
to be underestimated relative to that of other 
cancers of the digestive system. In fact, the 5-year 
survival rate from gastric cancer remains poor 
(~32%)1 in the United States, and this is largely
because gastric cancers are not diagnosed at an 
early stage when curative therapeutic options are 
available. Cumulative epidemiologic data consis-
tently demonstrate that the incidence of gastric 
cancer in the United States varies according to 
ethnicity, immigrant status, and country of origin. 
It is important for practicing gastroenterologists 
in the United States to recognize individual risk 
profiles and identify people at hi�her ris� for 
gastric cancer. Hereditary diffuse gastric cancer 
(HDGC) is an inherited form of diffuse-type gas-
tric cancer and has pathogenic variants in the 
E-cadherin gene that are inherited in an autoso-
mal dominant pattern. The lifetime risk of gastric 
cancer in individuals with HDGC is very high, and 
prophylactic total gastrectomy is usually advised. 
This article focuses on intestinal type cancer.

       
Epidemiology
Gastric cancer (proximal and distal gastric can-
cer combinedȌ is the fifth most frequently dia�-
nosed cancer and the third most common cause 

of cancer death worldwide, with 1,033,701 new 
cases and 782,685 deaths in 2018.2 Gastric can-
cer is subcategorized based on location (prox-
imal [i.e., esophagogastric junctional, gastric 
cardia] and distal) and histology (intestinal and 
diffuse type), and each subtype is considered 
to have a distinct pathogenesis. Distal intes-
tinal–type gastric cancer is most commonly 
encountered in clinical practice. In this article, 
gastric cancer will signify distal intestinal–type 
gastric cancer unless it is otherwise noted. 
In general, incidence rates are about twofold 
higher in men than in women. There is marked 
geographic variation in incidence rates, and the 
age-standardized incidence rates in eastern Asia 
(32.1 and 13.2, per 100,000) are approximately 
six times higher than those in northern Amer-
ica (5.6 and 2.8, per 100,000) in both men and 
women, respectively.2 Recent studies evaluating
global trends in the incidence and mortality of 
gastric cancer have demonstrated decreases 
worldwide.3-5 However, the degree of decrease
in the incidence and mortality of gastric cancer 
varies substantially across geographic regions, 
reflectin� the hetero�eneous distribution of ris� 
profilesǤ � comprehensive analysis of a �Ǥ�Ǥ pop-
ulation registry demonstrated a linear decrease 
in the incidence of gastric cancer in the United 
States (0.94% decrease per year between 2001 
and 2015),6 though the annual percent change in
the gastric cancer mortality in the United States 
was lower (around 2% decrease per year be-
tween 1980 and 2011) than in other countries.3

Several population-based studies conducted
in the United States have demonstrated that the 
incidence of gastric cancer varied by ethnicity, 
immigrant status, and country of origin, and the 
highest incidence was observed among Asian im-
migrants.7,8 A comprehensive meta-analysis exam-
ining the risk of gastric cancer in immigrants from 
high-incidence regions to low-incidence regions 
found a persistently higher risk of gastric cancer 
and related mortality among immigrants.9 These
results indicate that there are important risk fac-
tors such as environmental and dietary factors in 
addition to the traditionally considered risk factors 
including male gender, age, family history, and to-
bacco use. A survey conducted in an ethnically and 
culturally diverse U.S. city showed that gastroen-
terolo�y providers demonstrated �nowled�e defi-
ciencies in identifying and managing patients with 
increased risk of gastric cancer.10 Recognizing indi-
viduali�ed ris� profiles in hi�herǦris� �roups ȋeǤ�Ǥ, 
immigrants from higher-incidence/prevalence re-
gions) is important for optimizing management of 
gastric cancer in the United States.

Assessment and management
of modi�able risk factors
Helicobacter pylori, a group 1 carcinogen, is the
most well-recognized risk factor for gastric can-
cer, particularly noncardia gastric cancer.11 Since
a landmark longitudinal follow-up study in Japan 

demonstrated that people with H. pylori infection 
are more likely to develop gastric cancer than 
those without H. pylori infection,12 accumulating
evidence largely from Asian countries has shown 
that eradication of H. pylori is associated with a 
reduced incidence of gastric cancer regardless 
of baseline risk.13 There are also data on the
protective effect for gastric cancer of H. pylori 
eradication in asymptomatic individuals. Another 
meta-analysis of six international randomized 
control trials demonstrated a 34% relative risk 
reduction of gastric cancer occurrence in asymp-
tomatic people (relative risk of developing gastric 
cancer was 0.66 in those who received eradica-
tion therapy compared with those with placebo 
or no treatment, ͻ5% confidence interval, ͲǤͶ͸Ǧ
0.95).14 A U.S. practice guideline published after
these meta-analyses recommends that all patients 
with a positive test indicating active infection 
with H. pylori should be offered treatment and 
testing to prove eradication,15 though the recom-
mendation was not purely intended to reduce the 
�astric cancer ris� in �Ǥ�Ǥ populationǤ �ubsequent-
ly, a Department of Veterans Affairs cohort study 
added valuable insights from a U.S. experience to 
the body of evidence from other countries with 
higher prevalence. In this study of more than 
370,000 patients with a history of H. pylori infec-
tion, the detection and successful eradication of H. 
pylori was associated with a 76% lower incidence 
of gastric cancer compared with people without 
H. pylori treatment.16 This study also provided
insight into H. pylori treatment practice patterns. 
Of patients with a positive H. pylori test result 
(stool antigen, urea breath test, or pathology), ap-
proximately 75% were prescribed an eradication 
regimen and only 21% of those underwent eradi-
cation tests. A low rate (24%) of eradication test-
in� was subsequently reported by the same �roup 
among U.S. patients regardless of gastric cancer 
ris� profilesǤ17 The lesson from the aforemen-
tioned study is that treatment and eradication of 
H. pylori even among asymptomatic U.S. patients 
reduces the ris� of subsequent �astric cancerǤ 
�owever, it may be difficult to �enerali�e the re-
sults of this study given the nature of the Veterans 
�ffairs cohort, and more data are required to �us-
tify the implementation of nationwide preventive 
H. pylori screening in the general U.S. population.    

Smoking has been recognized as the other im-
portant risk factor. A study from the European 
prospective multicenter cohort demonstrated a 

Dr. Tomizawa is 
a clinical assistant 
professor of medicine 
in the division of 
gastroenterology, 
University of 
Washington, Seattle. He 
has no con�icts.

For gastroenterologists, the timely diagnosis
of malignancies of the gastrointestinal tract 

is of utmost importance. Gastric cancer often 
portends a relatively poor prognosis, because 
at the time of presentation, the malignancy is 
often already at an advanced stage with limit-
ed, if any, curative therapeutic options. Sever-
al risk factors for the development of gastric 
cancer exist – the ability to readily identify 
these factors and stratify patients accordingly 
is critical in the ethnically diverse population 
of the United States.

�he �n 	ocus article for this quarter, which 
is brought to you by The New Gastroenterol-
ogist, broaches the important topic of gas-
tric cancer. Written by Dr. Yutaka Tomizawa 
(University of Washington), this in-depth 
piece reviews the types of gastric cancer, 
the approach to modifiable ris� factors, and 
most importantly, how to recognize patients 
at highest risk. This comprehensive article 
provides practical advice on optimizing man-
agement of patients based on their individual 
ris� profiles, leadin� to earlier dia�nosis of 
gastric malignancies and more favorable pa-
tient outcomes.

Vijaya L. Rao, MD
Editor in Chief, The New Gastroenterologist
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si�nificant association of ci�arette smo�in� and
�astric cancer ris� ȋha�ard ratio for everǦsmo�Ǧ
ers, 1ǤͶ5Ǣ ͻ5% ��, 1ǤͲͺǦ1ǤͻͶǢ currentǦsmo�ers
in males, 1Ǥ͹͵Ǣ ͻ5% ��, 1ǤͲ͸Ǧ2Ǥͺ͵Ǣ and current 
smo�ers in females, 1Ǥͺ͹Ǣ ͻ5% ��, 1Ǥ12Ǧ͵Ǥ12, reǦ
spectivelyȌ after ad�ustment for educational level, 
dietary consumption profiles, alcohol inta�e, and 
body mass indexǤ1ͺ � subsequent metaǦanalysis
provided solid evidence of smo�in� as the imǦ
portant behavioral ris� factor for �astric cancerǤ1ͻ

�mo�in� also predisposed to the development of 
proximal �astric cancerǤ2Ͳ �lon� with other canǦ
cers in the di�estive system such as in the esophǦ
a�us, colon and rectum, liver, �allbladder, and 
pancreas, a si�nificant association of �M� and the 
ris� of proximal �astric cancer ȋrelative ris� of the 
hi�hest �M� cate�ory compared with normal �M�, 
1ǤͺǢ ͻ5% ��, 1Ǥ͵Ǧ2Ǥ5Ȍ was reported, with positive 
doseǦresponse relationshipsǢ however, the associǦ
ation was not sufficient for distal �astric cancerǤ21

�here is also evidence to show a trend of �reater 
alcohol consumption ȋεͶ5 �rams per day ȏabout 
͵ drin�s a dayȐȌ associated with the increased 
ris� of �astric cancerǤ21 �t has been thou�ht that
salt and saltǦpreserved food increase the ris� of 
�astric cancerǤ �t should be noted that the obserǦ
vational studies showin� the associations were 
published from �sian countries where such foods 
were a substantial part of traditional diets ȋeǤ�Ǥ, 
salted ve�etables in 
apanȌ and the incidence of 
�astric cancer is hi�hǤ �here is also a speculation 
that preserved foods may have been eaten in more 
underserved, lowǦsocioeconomic re�ions where reǦ
fri�eration was not available and prevalence of H. 
pylori infection was hi�herǤ �xcept for documented 
inherited form of �astric cancer ȋeǤ�Ǥ, ��
� or heǦ
reditary cancer syndromesȌ, most �astric cancers 
are considered sporadicǤ � recent randomi�ed 
study published from �outh �orea investi�ated a 
cohort of hi�herǦris� asymptomatic patients with 
family history si�nificant for �astric cancerǤ �his 
study of 1,͸͹͸ sub�ects with a median followǦup 
of ͻǤ2 years showed that successful eradication of 
H. pylori in the firstǦde�ree relatives of those with 
�astric cancer si�nificantly reduced the ris� ȋ��, 

ͲǤͶ5Ǣ ͻ5% ��, ͲǤ21ǦͲǤͻͶȌ of developin� �astric canǦ
cerǤ22 �s previously discussed, in the �nited �tates
where the prevalence of H. pylori and the incidence 
of �astric cancer are both lower than in some �sian 
countries, routine screenin� of asymptomatic 
individuals for H. pylori is not �ustified yetǤ �here 
may be a role for screenin� individuals who are 
firstǦ�eneration immi�rants from areas of hi�h �asǦ
tric cancer incidence and also have a firstǦde�ree 
relative with �astric cancerǤ

Who should we consider high
risk and offer screening EGD?
�ith available evidence to date, screenin� for 
�astric cancer in a �eneral �Ǥ�Ǥ population is 
not recommendedǤ �owever, it is important to 
ac�nowled�e the aforementioned varyin� inǦ
cidence of �astric cancer in the �nited �tates 
amon� ethnicity, immi�rant status, and country 
of ori�inǤ �mmi�rants from hi�hǦincidence reǦ
�ions maintain a hi�her ris� of �astric cancer 
and related mortality even after mi�ration to 
lowerǦincidence re�ionsǤ �he latter compreǦ
hensive study estimated that as many as 12Ǥ͹ 
million people ȋ2ͻǤͶ% of total �Ǥ�Ǥ immi�rant 
populationȌ have emi�rated from hi�herǦinciǦ
dence re�ions includin� �ast �sian and some 
�entral �merican countriesǤͻ �ndeed, an opporǦ
tunistic nationwide �astric cancer screenin� 
pro�ram has been implemented in �outh �orea 
ȋbe�innin� at a�e ͶͲ, biannuallyȌ2͵ and 
apan 
ȋbe�innin� at a�e 5Ͳ, biannuallyȌǤ2Ͷ

 �wo decisionǦanalytic simulation studies have 
provided insi�ht into the uncertainty about the 
cost effectiveness for potential tar�eted �astric 
cancer screenin� in hi�herǦris� populations in 
the �nited �tatesǤ �ne study demonstrated that 
esopha�o�astroduodenoscopy ȋ�
�Ȍ screenin� 
for otherwise asymptomatic �sian �merican 
people ȋas well as �ispanics and nonǦ�ispanic 
�lac�sȌ at the time of screenin� colonoscopy 
at 5Ͳ years of a�e with continued endoscopic 
surveillance every ͵ years was cost effective, 
only if �astric intestinal metaplasia ȋ
�MȌ or 
more advanced lesions were dia�nosed at the 
index screenin� �
�Ǥ25 �revious studies anaǦ
ly�in� the costǦeffectiveness for �astric cancer 
screenin� in the �nited �tates had the limitation 
of not stratifyin� accordin� to race or ethnicity, 
or accountin� for patients dia�nosed with 
�MǤ 
�ubsequently, the same research �roup extended 
this model analysis and has published additional 
findin�s that this strate�y is cost effective for 
each of the most prevalent �sian �merican ethǦ
nicities ȋ�hinese, 	ilipino, �outheast �sian, �ietǦ
namese, �orean, and 
apanese �mericansȌ in the 
�nited �tates irrespective of sexǤ2͸ �he authors 
raised a limitation that additional ris� factors 
such as family history, tobacco use, or persistent 

H. pylori infection were not considered in the 
model because data re�ardin� differentiated 
noncardia �astric cancer ris� amon� �sian 
�merican ethnicities based on these ris� factors 
are not availableǤ 

�hese two model analytic studies added valuǦ
able insi�hts to the body of evidence that subseǦ
quent �
�s after the oneǦtime bundled �
� is 
cost effective for hi�herǦris� asymptomatic peoǦ
ple in the �nited �tates, if the index screenin� 
�
� with �astric mucosal biopsies demonstrates 
at least 
�MǤ 	urther populationǦbased research 
to elucidate ris� stratification amon� hi�herǦris� 
people will provide a schema that could stanǦ
dardi�e mana�ement and resource allocation 
as well as increase the costǦeffectiveness of a 
�astric cancer screenin� pro�ram in the �nited 
�tatesǤ �he de�ree of ris� of developin� �astric 
cancer in autoimmune �astritis varies amon� the 
reported studiesǤ2͹Ǧ2ͻ �lthou�h the benefit of enǦ
doscopic screenin� in patients with autoimmune 
�astritis has not been established, a sin�le endoǦ
scopic evaluation should be recommended soon 
after the dia�nosis of autoimmune �astritis in 
order to identify prevalent neoplastic lesionsǤ͵Ͳ

 
Practical consideration when we perform
EGD for early gastric cancer screening
�dentification of hi�herǦris� patients should alert
an endoscopist to observe mucosa with �reater 
care with a lower threshold to biopsy any susǦ
picious lesionsǤ �reprocedural ris� stratification 
for each individual before performin� dia�nostic 
�
� will improve early �astric cancer detectionǤ 
�hile we perform �
�, detectin� precursor leǦ
sions ȋatrophic �astritis and 
�MȌ is as important 
as dia�nosin� an early �astric cancerǤ �creenin� 
and mana�ement of patients with precursor leǦ
sions ȋiǤeǤ, atrophic �astritis and 
�MȌ is beyond 
the scope of this article, and this was published 
in a previous issue of the �ew 
astroenterolǦ
o�istǤ �t is important to first �rossly survey the 
entire �astric mucosa usin� hi�hǦdefinition white 
li�ht ȋ����Ȍ endoscopy and screen for any 
focal irre�ular ȋraised or depressedȌ mucosal leǦ
sionsǤ �hese lesions are often erythematous and 
should be examined carefullyǤ �se of mucolytic 
andȀor deformin� a�ents ȋeǤ�Ǥ, �Ǧacetylcysteine 
or simethiconeȌ is recommended for the imǦ
provement of visual clarity of �astric mucosaǤ͵1

�imethicone is widely used in the �nited �tates 
for colonoscopy and should also be available at 
the time of �
� for better �astric mucosal visiǦ
bilityǤ �f irre�ular mucosal lesions are noted, this 
area should also be examined under narrowband 
ima�in� ȋ���Ȍ in addition to ����Ǥ �ccordin� to 
a simplified classification consistin� of mucosal 
and vascular irre�ularity, ��� provides better muǦ

Paris classi�cation system of
super�cial gastric neoplastic lesions
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Figure 1. A 77-year-old woman who was found to have a 0-IIa+IIc lesion in the gastric antrum. Biopsy con�rmed the presence of intramucosal adenocarcinoma. The lesion 
was resected en bloc by ESD. A: Initial inspection of the lesion under HDWL; B: NBI magni�cation (near focus function); C: Perimeter marking of the lesion; D: Submucosal 
dissection; E: En-bloc resection; F: Resected specimen.
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cosal surface morphology for diagnosis of early
gastric cancer compared with HDWL, and a thor-
ough examination of the surface characteristics 
is a prerequisite.32 �his classification was further
validated in a randomized control trial, and NBI 
increased sensitivity for the diagnosis of neo-
plasia compared with ���� ȋͻ2ԝ% vsǤ ͹Ͷԝ%ȌǤ33

The majority of institutions in the United States 
have a newer-generation NBI (Olympus America, 
���� ����� ��� video system, 
�	Ǧ��1ͻͲȌ, which 
provides brighter endoscopic images to better 
characterize gastric neoplastic lesions. Once we 
recognize an area suspicious for neoplasia, we 
should describe the macroscopic features accord-
in� to a classification systemǤ 

�he �aris classification, one of the most widely 
reco�ni�ed classification systems amon� �Ǥ�Ǥ �as-
troenterologists, is recommended for gastric neo-
plastic lesions.͵Ͷ Gastric neoplastic lesions with a
ǲsuperficialǳ endoscopic appearance are classified 
as subtypes of ǲtype ͲǤǳ �he term ǲtype Ͳǳ was 
chosen to distin�uish the classification of ǲsuper-

ficialǳ lesions from the �orrmann classification 
for ǲadvancedǳ �astric tumors, which includes 
types 1ǦͶǤ �n the classification, a neoplastic lesion 
is called ǲsuperficialǳ when its endoscopic appear-
ance suggests that the depth of penetration in the 
digestive wall is not more than into the submu-
cosa ȋiǤeǤ, there is no infiltration of the muscularis 
propriaȌǤ �he distinctive characters of polypoid 
and nonpolypoid lesions are summarized in Ta-
ble 1Ǥ �ndoscopic submucosal dissection ȋ���Ȍ 
has steadily gained acceptance for the treatment 
of early gastric cancer in the United States. The 
American Gastroenterological Association recom-
mended in the 2019 institutional updated clinical 
practice guideline that ESD should be considered 
the firstǦline therapy for visible, endoscopically 
resectable, superficial �astric neoplasiaǤ35 This
recommendation is further supported by the pub-
lished data on efficacy and safety of ��� for early 
gastric neoplasia in a large multicenter cohort 
in the United States.36 For all suspicious lesions,
irrespective of patholo�ical neoplastic confirma-
tion, referral to an experienced center for further 

evaluation and endoscopic management should 
be considered. Lastly, all patients with early 
gastric cancer should be evaluated for H. pylori 
infection and treated if the test is positive. Eradi-
cation of H. pylori is associated with a lower rate 
of metachronous gastric cancer,͵͹ and treatment
of H. pylori as secondary prevention is also rec-
ommended.

Conclusion
As summarized above, cumulative epidemiologic
data consistently demonstrate that the incidence of 
gastric cancer in the United States varies according 
to ethnicity, immigrant status, and country of ori-
gin. New gastroenterologists will need to recognize 
individual ris� profiles and identify people at hi�h-
er ris� for �astric cancerǤ �is� stratification before 
performing endoscopic evaluation will improve 
early gastric cancer detection and make noninva-
sive, effective therapies an option. 

See references at MDedge.com/gihepnews/
new-gastroenterologist.
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Engage rather than react:  
A call for hepatologists

In the September issue of Clinical
Gastroenterology and Hepatology, 
Meena B. Bansal, MD, FAASLD, from 

Icahn School of Medicine at Mount 
Sinai, New York, provides clinicians 
with practical guidance on their 
essential role in value-based health 
care. Read the article, which appears 

in CGH’s Practice Management: The 
Road Ahead column: How Hepatolo-
gists Can Contribute to Value-Based 
Care.

Since hepatologists care for some 
of the sickest patients in the sys-
tem, their role in documenting and 
managing chronic conditions is 
paramount to a system’s success in 

value-based care. Hepatologists can 
expand their reach by:
• Advocating for improvement of 

codin� specificityǤ
• Participating in quality improve-

ment work.
• Supporting efforts to create a shift 

in the cost curve for their high-
risk patients.
By highlighting how they can 

shift the cost curve while improving 
outcomes, they can advocate for the 
additional resources needed to care 
for this high-risk population and 
can have the opportunity to show 
the return on investment. With this 
outlook, hepatologists who “en-
�a�eǳ rather than ǲreactǳ can ma�e 
a real impact on system leadership 
and play a key role in this dynamic 
health care landscape.

Read the full article in the Sep-
tember issue of Clinical Gastroen-
terology and Hepatology. 

ginews@gastro.org

Be among the �rst to commit to AGA Giving Day

Our patients face racial health
disparities daily, leading to in-

equalities in care and poorer health 
outcomes. AGA is bringing together 
the GI community to fund health 
disparities research with the goal of 
improving care for the patients who 
rely on us.

At this important moment in his-
tory, the AGA Research Foundation 
is uniquely qualified to push for-
ward innovative research in health 
disparities in gastroenterology. 
With donations to our new initia-
tive called AGA Giving Day, we can 
provide researchers with a secure 

source of funding that helps under-
stand the causes of known health 
disparities, understand why the dis-
parity exists, and develop interven-
tions to reduce and eliminate health 
disparities.

The AGA Research Foundation 
invites you to support AGA Giving 

Day today through Dec. 3. Contribu-
tors will be recognized as support-
ers of our fi�ht to achieve equity 
and eradicate disparities in diges-
tive diseases.

Learn more at gastro.org/aga-
givingday.

ginews@gastro.org

AGA raises concerns about 
recent Executive Order

AGA is concerned by the
Executive Order on Com-
bating Race and Sex Ste-

reotyping issued on Sept. 22, 
2Ͳ2ͲǤ �his order, while confirmin� 
that training of the federal work-
force to create an inclusive work-
space is beneficial, also leads to a 
misguided perception of the pur-
pose and outcomes of this type of 
training. In addition, it may have 
unintended ramifications for insti-
tutions receiving federal research 
funding.

We believe it is critical and nec-
essary to understand both the pos-
itive and negative realities of our 
nation’s history, so that together 
we can forge forward into a bright-
er and more equitable future.

As highlighted in AGA’s com-
mentary published in Gastroenter-
ology, AGA believes that equity is 
defined by fair treatment, access, 
opportunity, and advancement 

for all, acknowledging that there 
are historically underserved and 
underrepresented populations. 
Equity requires identifying and 
eliminating barriers that have cre-
ated unbalanced conditions and 
prevented the full participation of 
some groups in order to provide 
equal opportunity for all groups.

By default, teaching and practic-
ing equity, diversity, and inclusion 
aims not to place any group above 
or below any other group, or to 
create division. It rather seeks to 
achieve fairness and understand-
ing, and to fully recognize the dig-
nity of all groups, identities, and 
individuals.

AGA stands with the AAMC in 
our commitment to being a di-
verse, inclusive, equitable, and 
anti-racist organization.

Our commitment to this issue is 
manifest in the AGA Equity Project.

ginews@gastro.org

Hepatologists can shift the cost 
curve while improving outcomes, 
and they can advocate for the 
additional resources needed. 
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be cured with conventional treat-
ments such as antibiotics, and can 
be deadly.

Transplanting fecal matter from 
a donor to the patient appears to 
wor� by restorin� beneficial microǦ 
organisms to the patient’s gut. The 
procedure is also under investi-
gation for a wide range of other 
ailments, from irritable bowel syn-
drome to mood disorders.

But much remains unknown. Re-
searchers have counted a thousand 
bacterial species along with viruses, 
bacteriophages, archaea, and fungi 
in the human gut that interact in 

complex ways, not all of them ben-
eficialǤ

The FDA has not enforced reg-
ulations that would prohibit the 
procedure, but in March, it warned 
about infections with enteropatho-
genic Escherichia coli and Shiga tox-
in–producing E. coli following fecal 
transplants.

As a result of these reports, and 
the theoretical risk of spreading 
SARS-CoV-2, OpenBiome, the larg-
est stool bank in the United States, 
has suspended shipments except for 
emergency orders, and asked clini-
cians to quarantine any of its prod-
ucts they already have on hand.

In the meantime, long-term ef-
fects of the treatment have not 
been well documented. And clinical 
trials have excluded patients who 
mi�ht benefit, such as those who 
have been immunocompromised or 
have inflammatory bowel diseaseǤ

National registry follows
patients outside clinical trials
To better understand how patients
fare outside these trials, the AGA 
and other organizations developed a 
national registry, funded by a grant 
from the National Institute of Allergy 
and Infectious Diseases.

The current report summarizes 
results on 259 patients enrolled 
between Dec. 5, 2017, and Sept. 2, 
2019, at 20 sites.

At baseline, 44% of these pa-
tients suffered moderate and 36% 
mild C. diff. infections. The duration 
of the diagnosis ranged from less 

than 1 week to 9 years, with a medi-
an duration of 20 weeks. They ranged 
from 1 to 15 episodes with a mean 
of 3.5.

Almost all had received van-
comycin, and 62% had at least 
two courses. About 40% had re-
ceived metronidazole and 28% had 
received fidaxomicinǤ

Almost all participants received 
stool from an unknown donor, 
mostly from stool banks, with 

OpenBiome accounting for 67%. 
About 85% of the transplants were 
administered through colonoscopy 
and 6% by upper endoscopy.

Out of 222 patients who returned 
for a 1-month follow-up, 90% met 
the investi�atorsǯ definition of cureǣ 

� IBD AND INTESTINAL DISORDERS

Effective even with comorbidities
Transplant from page 1

Continued on following page

Almost all participants received 
stool from an unknown donor, 
mostly from stool banks, with 
OpenBiome accounting for 67%.
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resolution of diarrhea without need
for further anti–C. diff. therapy. 
About 98% received only one trans-
plant. An intent-to-treat analysis 
produced a cure rate of 86%.

Results were good in patients 
with comorbidities, including 12% 
who had irritable bowel syndrome, 
9% who had ulcerative colitis, and 
7% who had Crohn’s disease, Dr. 
Kelly said. “I hope everybody sees 
the importance of it. In these pa-
tients that are more complicated, 

who may have underlying comor-
bidities, who may not have been in 
the clinical trials, it looks effective in 
that group, and also incredibly safe.”

She added that the risk of trans-
mitting SARS-CoV-2 is minor. “I 
think it would be a very, very un-
likely way for someone to get a re-
spiratory pathogen.”

Of the 112 participants who were 
cured at 1 month and returned for 
follow-up after 6 months, 4 devel-
oped recurrent C. diff. infection. 
Eleven patients who were not cured 

in the first month returned after ͸ 
months. Of these, seven were re-
ported cured at this later follow-up.

Three complications occurred as 
result of the procedure: one colo-
noscopic perforation and two epi-
sodes of gastrointestinal bleeding.

About 45% of participants report-
ed at least one symptom, with di-
arrhea not related to �. �ifficile the 
most common, followed by abdomi-
nal pain, bloating, and constipation.

Eleven patients suffered infec-
tions, including two which the 

investigators thought might be 
related to the procedure: �acteroi-
�es fra�ilis in one participant with 
severe diarrhea, and enteropatho-
genic �. coli in another with loose 
stools. Other infections included 
four urinary tract infections, three 
cases of pneumonia, one �. coli bac-
teremia, and one tooth infection.

Within a month of the procedure, 
27 patients were hospitalized, with 
3 of these cases considered possibly 
related to the procedure.

Findings may not apply
to all clinical settings
Vincent B. Young, MD, PhD, a profes-
sor of medicine and infectious dis-
eases at the University of Michigan, 
�nn �rbor, pointed out that the find-
ings might not apply to all clinical 
settings. The participating clinicians 
were almost all gastroenterologists 
working in academic centers.

“Most of them are not Joe Doc-
tor at the doctorǯs office,ǳ said �rǤ 
Young, who was not involved with 
the study. Clinicians in other spe-

cialties, such as infectious diseases, 
might be more inclined to admin-
ister fecal transplants through cap-
sules rather than colonoscopies.

And he added that the study 
does not address effects of the 
transplant that might develop over 
years. “Some people talk about how 
changes in the microbiota lead to 
increased risk for long-term com-
plications, things like cancer or 
heart disease. You’re not going to 
see those in 6 months.”

Also, the study didn’t yield any 
findin�s on indications other 
than C. diff. “In no way, shape, or 
form does it mean you can use it for 
autism, depression, heart disease, or 
[irritable bowel syndrome],” he said.

�till, he said, the study ǲconfirms 
the fact that fecal cell transplanta-
tion is an effective treatment for 
recurrent C. diff. infection when ad-
ministered as they administered it.”

The National Institute of Allergy 
and Infectious Diseases funded the 
registry. Dr. Kelly reported a rela-
tionship with Finch Therapeutics. 
�rǤ �oun� reports financial relation-
ships with Vedanta Biosciences and 
Bio-K+.

� �ersion of this article ori�inall� 
a��eare� on �e�sca�e.co�.
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�PERSPECTIVES 

Can IBD be treated with diet alone? 
IBD can be treated with diet alone

BY ASHWIN N. ANANTHAKRISHNAN, MD,
MPH

Inflammatory bowel diseases ȋ���Ȍ,
comprisin� �rohnǯs disease and ulcer-
ative colitis, have emer�ed as �lobal 

diseasesǤ �ne potential reason for the 
rapid increase in incidence over the past 
2 decades is in chan�in� dietǤ �rospective 
cohorts studies have demonstrated that 

preillness dietary 
patterns may modify 
ris� of �rohnǯs disease 
and ulcerative colitis 
independent of other 
�nown environmental 
ris� factorsǤ Mechanis-
tically, diet may influ-
ence the development 
of intestinal inflam-
mation ȋor relapses of 
established diseaseȌ 

throu�h modifyin� the microbiome or 
the direct effect of dietary li�ands on the 
intestinal barrier and immune responseǤ 
�xclusive enteral nutrition was the first 
dietary therapy to be robustly supported 
by randomi�ed controlled trial evidence 
for use in inducin� remission, particularly 

in pediatric �rohnǯs diseaseǤ More recently, 
less restrictive dietary approaches have 
shown considerable promise, either by 
mimic�in� the effect of an elemental diet 
on the microbiome or throu�h combinin� 
a partial elemental diet with an exclusion 

diet minimi�in� exposure to processed 
foods and other incitin� tri��ers, and en-
riched in potentially helpful components 
such as soluble fiberǤ �uch dietary thera-
pies, which are more li�ely to be sustain-
able, offer attractive, safe, effective, and 
inexpensive solutions for the mana�ement 
of these complex disablin� diseasesǤ 

Dr. Ananthakrishnan is a gastroenterologist 
in the division of gastroenterology, Crohn’s 
and Colitis Center, Massachusetts Gener-
al Hospital and Harvard Medical School, 
Boston. He is supported by funding from 
the Crohn’s and Colitis Foundation and the 
Chleck Family Foundation.

Dr. Ananthakrishnan

No, IBD cannot be treated 
with diet alone!

BY LAURA RAFFALS, MD, MS

How often do we hear
phrases such as ǲ�ou 
are what you eatǳ or 

ǲ	ood is fuel for 
your bodyǳǫ  �t 
stands to reason 
that the food we 
put into our bod-
ies would in turn 
affect the health 
of our �utǤ �ur 
patients with in-
flammatory bowel 
diseases ȋ���sȌ 
are ea�er to learn 
how they can use their diet to 
treat their underlyin� diseaseǤ 
�hile it is well reco�ni�ed 
by �astroenterolo�ists that 
proper nutrition is important 
for the body to restore itself 
to health, many �astroenter-
olo�ists are hesitant to �o so 
far as to prescribe a specific 
diet for treatment of ���Ǥ 

�owever, the ma�ority of our 
patients believe that diet is 
important for the treatment 
of their underlyin� diseaseǤ �s 
a result, patients see� dietary 

advice on social me-
dia platforms or from 
friends and family 
and will experiment 
with various diets 
hopin� to find a diet 
that will ma�e a dif-
ference for their ���Ǥ 
�hile diet plays an 
important role in the 
overall health of our 
��� patients, we must 

ac�nowled�e that ��� cannot 
be treated with diet aloneǢ at 
least, not yetǤ

Dr. Raffals is a gastroenterolo-
gist in the division of gastroen-
terology and hepatology, Mayo 
Clinic, Rochester, Minn. She 
has no financial conflicts of in-
terest relevant to this study.

Dr. Raffals

�ear collea�ues and friends, 

Than� you for your continued interest and support of the 
�erspectives debatesǤ 

�n this edition, �rǤ �shwin �Ǥ �nantha�rishnan and �rǤ 
�aura �affals explore the controversial topic of dietǦbased 
therapy in inflammatory bowel diseases, hi�hli�htin� the 
rationales for and a�ainst, and the current state of the evi-
denceǤ �ll �astroenterolo�ists frequently face questions per-

tainin� to diet, and its purported effects on di�estive healthǤ 
� found the discussion relevant to my own �eneral practice, 

and � hope you will en�oy readin� it as much as � didǤ �s always, 
� welcome your comments and su��estions for future topics at 
�inews̷�astroǤor�Ǥ

Charles J. Kahi, MD, MS, AGAF, professor of medicine, Indiana Uni-
versity School of Medicine, Indianapolis, is an Associate Editor for 
GI & Hepatology News. Dr. Kahi

�COVID-19 ROUNDUP

CDC guidance on rolling out vaccine, status of physician income
BY LUCAS FRANKI

MDedge News

CDC releases guidance for
states’ plans for potential
future COVID-19 vaccine rollout
�he �enters for �isease �ontrol and
�revention has released a document, 
ǲ�����Ǧ1ͻ �accination �ro�ram 
�nterim �layboo� for 
urisdiction �p-
erations,ǳ to act as a �uide for states 
to create a rollout plan for �����Ǧ1ͻ 
vaccines, should one be approvedǤ

�he ��� issued a deadline of �ctǤ 
1͸ for states to submit their plan, a 
date that met with criticism with the 
�dvisory �ommittee on �mmuni�a-

tion �ractices durin� a �eptǤ 22 meet-
in�, as final stora�e requirements 
or optimal population would not be 
�nown by that timeǤ

�he ��� noted that states should 
use their best possible assumptions 
when ma�in� their plans, and that 
the �uidance is a livin� document and 
will be updated as more information 
about potential vaccines is releasedǤ

Income for physicians
drops, burnout grows
� survey of more than ͹,5ͲͲ
physician across ei�ht countries 
shows that the �����Ǧ1ͻ pandemic 
has had a si�nificant effect on their 

personal and professional livesǤ 
�n the �nited �tates, ͸2% of physi-

cians reported a drop in incomeǢ �ust 
over half of those who had salaries 
cut reported a drop of more than 
25%, and nearly oneǦquarter report-
ed a drop of more than 5Ͳ%Ǥ 

�urnout was also hi�h amon� �Ǥ�Ǥ 
physicians, with ͸Ͷ% reportin� that 
burnout had intensified over the 
course of the pandemicǤ �early half 
of �Ǥ�Ǥ physicians reported increased 
lonelinessǤ

New billing code for added
COVID-19 practice expense
�here is a new billin� code for extra

practice expenses required to care 
for patients durin� the �����Ǧ1ͻ 
pandemic, accordin� to an announce-
ment from the �merican Medical 
�ssociationǤ

�he code, ͻͻͲ͹2, will cover sup-
plies, materials, and clinical staff time 
over and above those usually includ-
ed in an office visit when performed 
durin� a declared public health 
emer�ency, attributable to respirato-
ryǦtransmitted infectious diseaseǤ 

Frontline associate editor Lucas 
Franki compiled this column from 
re�orts first ���lishe� on ��e��e.
com and Medscape.comǤ 

Read more!
�lease find fullǦlen�th versions of 
these debates online at M�ed�eǤcomȀ
�ihepnewsȀperspectivesǤ 
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cerns, the panelists concluded that
pretesting strategies should be 
tailored to the local prevalence of 
asymptomatic infection because 
this rate is associated with likeli-
hood of encountering false-positive 
and false-negative patients.

To determine appropriate prev-
alence thresholds, Dr. Sultan and 

collea�ues first conducted a metaǦ 
analysis of 12 studies comparing 
the accuracy of various NAAT tests. 
This revealed a pooled sensitivity 
of ͲǤͻͶ1 and a pooled specificity of 
ͲǤͻ͹1Ǥ �hese fi�ures remained con-
sistent when only studies with low 
risk bias were considered; pooled 
sensitivity and specificity were 

0.929 and 0.968, respectively.
“An important caveat of these stud-

ies is that tests were validated in sam-
ples from symptomatic individuals 
and it is likely that in asymptomatic 
individuals the tests may not perform 
as well and have lower sensitivity and 
specificity,ǳ the panelists notedǤ

Next, Dr. Sultan and colleagues 
conducted an online survey of U.S. 
endoscopists to determine their 
tolerance for risk of coronavirus 
transmission, with proposed risk 
thresholds ranging from 1/40,000 to 
1/1,000. Out of 74 respondents, 28 
(37.8%) said that they would be will-
ing to accept a risk level of 1/40,000, 
whereas 27 (36.5%) would accept 
risks between 1/10,000 and 1/2,500, 
and 19 (25.7%) would accept a risk 
level of 1/1,000. Among clinicians 
expressing the highest risk tolerance 
(1/1,000), almost two-thirds (63.2%) 
were private practitioners.

�rawin� on these findin�s, the 
panelists issued three tiered recom-
mendations for pretesting based on 
local prevalence of asymptomatic 
infection.
• Low prevalence (less than 0.5%): 

Pretesting is not recommended.
• Intermediate prevalence (0.5-2%): 

Pretesting is recommended.
• High prevalence (greater than 2%): 

Pretesting is not recommended.
The panelists recommended 

against pretesting in low and high 
prevalence settings because of the 
likelihood of false positives and false 
ne�atives, respectivelyǤ 	or ǲhotspotǳ 
areas, in which hospital capacity is 
acutely burdened, the panelists noted 
that “resumption of outpatient endos-
copy may depend on PPE [personal 
protective equipmentȐ availabilityǤǳ

In areas of intermediate preva-
lence, the pretesting recommenda-
tion stands only if “testing is feasible 
and there is less perceived burden 

on patients, and when the benefits 
outweigh the downsides (e.g., false 
positives do not si�nificantly outnum-
ber the true positivesȌǤǳ �ccordin� to 
the guidance, when upper and lower 
endoscopies are performed on nega-
tive patients in areas of intermediate 
prevalence, surgical masks are appro-
priate for endoscopists and staff, with 
the caveat that those unwilling to ac-

cept any increased risk may still wear 
an N95/N99 respirator or a powered 
air-purifying respirator. 

Finally, the panelists made a rec-
ommendation against pretesting for 
antibodies in all areas, regardless of 
asymptomatic infection prevalence.

All recommendations were based 
on low- or very low–certainty evi-
dence.

To help endoscopy centers de-
termine an appropriate pretesting 
strategy, the AGA has created an 
online interactive tool that allows 
for input of diagnostic test accuracy 
and local prevalence rate. Instruc-
tions for using the tool, along with 
additional COVID-19 guidance, can 
be found on the AGA website: www.
gastro.org/COVID. 

The investigators reported no con-
flicts of interestǤ

ginews@gastro.org

SOURCE: Sultan S et al. Gastroenterol-
ogy. 2020 Jul 28. doi: 10.1053/j.gas-
tro.2020.07.043.

Endoscopist risk tolerance has role
Test from page 1

The panelists recommended 
against pretesting in low 
and high prevalence settings 
because of the likelihood 
of false positives and false 
negatives, respectively. 

�PRACTICE MANAGEMENT 

Colonoscopy patients may get hit with a ‘surprise’ bill
BY ROXANNE NELSON, RN, BSN

A colonoscopy screening for colorectal
cancer should be covered by commercial 
health insurance, but a new study reports 

that some patients receive a ǲsurpriseǳ billǤ
The study was published online Oct. 13 as a re-

search letter in Annals of Internal Medicine.
Nearly one in eight commercially insured pa-

tients who had an elective colonoscopy between 
2012 and 2017 received an out-of-network bill, 
resulting in hundreds of dollars more than the typ-
ical insurance payment.

The median surprise bill was $418 (range $152-
$981).

�he findin�s are ǲdisconcertin�ǳ say the authors, 

“because Section 2713 of the Patient Protection 
and Affordable Care Act eliminates consumer cost 
sharing for screening colonoscopy, and because a 
recent Federal Reserve study reported that 40% of 
Americans do not have $400 to cover unnecessary 
expensesǤǳ

Most of these surprise costs were incurred from 
the use of out-of network anesthesiologists and 
pathologists, the authors note.

“Doctors need to be aware of these out-of-net-
work bills so that patients know what to expect 
when they under�o these screenin� procedures,ǳ 
said study author Karan R. Chhabra, MD, MSc, 
a resident in general surgery at Brigham and 
Women’s Hospital, Boston. “Ideally, they should 
do their colonoscopies at facilities where all pro-

viders participate in the same major insurance 
plansǤǳ

“If gastroenterologists own their endoscopy 
facility, this is an obvious situation in which they 
should not be working with anesthesiologists or 
pathologists who are not in the same networks as 
them,ǳ he told this news or�ani�ationǤ ǲ�nd as we 
point out in our paper, anesthesiology and pathol-
ogy review are not necessary in every single case 
– endoscopists can perform their own sedation, 
and in certain settings, lesions can be discarded 
without patholo�ical examinationǤǳ

But is it really that simple for physicians to make 
sure that all members of the team are in network?

It’s not simple at all, and in fact it’s a rather dif-
Continued on following page
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ficult tas�, said 
lenn Melnic�, �h�, professor and
chair in health care finance at the �niversity of 
�outhern �alifornia and director of ���ǯs �enter 
for �ealth 	inancin�, �olicy, and Mana�ement in 
�os �n�elesǤ

ǲ�t would be really difficult for �rǤ �mith to �now 
that �rǤ 
ones is out of networ�, so itǯs really hard 
to hold the doctors responsible,ǳ �rǤ Melnic� saidǤ 
ǲ�here are so many insurers and it may be difficult 
to �now who is in networ� and who isnǯtǤǳ

�n this study, anesthesiolo�ists and patholo�ists 
were a source of surprise bills, and they are behind 
the scenes, he pointed outǤ ǲ�he patient doesnǯt 
select them directly and there is no opportunity to 
even find out who they are,ǳ said �rǤ Melnic�Ǥ

ǲ�he health plan could bear some responsibility 
here,ǳ �rǤ Melnic� commented, althou�h he added 
that patients need to be informedǤ �atients who are 
under�oin� an elective procedure should be told 
that other doctors may be involved, and then to 
as� if these doctors are in the networ�Ǥ ǲ�f enou�h 
patients do this, maybe then the �astroenterolo�ist 
will use people in networ�,ǳ he commentedǤ

Details of the surprise bills
	ederal re�ulations eliminate consumer costǦsharǦ
in� when screenin� colonoscopies are performed 
in networ�, but there are no stipulations re�ardin� 

expenses when outǦofǦnetwor� providers are used, 
the authors noteǤ

�o investi�ate this issue, the authors used a 
claims database from a lar�e national insurer and 
identified patients a�ed 1ͺǦ͸Ͷ years who had unǦ
der�one colonoscopy between 2Ͳ12 and 2Ͳ1͹Ǥ

�he analysis was limited to cases where both 
the facility and the endoscopist were in networ�, 
and the colonoscopies were stratified into those 
with visual inspection only and those durin� 
which an intervention was done, such as a biǦ
opsyǤ �he primary outcome measure was the 
prevalence of outǦofǦnetwor� claims when the 
endoscopist and facility were in networ�, and 
the secondary outcome was the amount of the 
potential surprise bills, which were calculated as 
the total outǦofǦnetwor� char�es less the typical 
inǦnetwor� priceǤ

� total of 1,11ͺ,͹͸ͻ elective colonoscopies 
with inǦnetwor� endoscopists and facilities were 
identified and of these, 12Ǥ1% ȋn α 1͵5,͸2͸Ȍ were 
involved with outǦofǦnetwor� claimsǤ �utǦof netǦ
wor� anesthesiolo�ists accounted for ͸Ͷ% of cases 
ȋmedian potential surprise bill, ̈́ͶͺͺȌ, while outǦ
ofǦnetwor� patholo�ists were involved in ͶͲ% of 
cases ȋmedian potential surprise bill, ̈́2ͶͺȌǤ �he 
li�elihood of receivin� an outǦofǦnetwor� claim 
was si�nificantly hi�her if an intervention was 
performed durin� colonoscopy, as compared with 

those without intervention ȋ1͵Ǥͻ% vsǤ ͺǤ2%Ǣ differǦ
ence, 5Ǥ͹%ȌǤ

�he authors su��est that measures that can be 
ta�en to avoid surprise bills include havin� endosǦ
copists and hospitals partner with anesthesia and 
patholo�y providers who are in networ�Ǥ 

ǲ�roviders must reali�e many of our patients are 
at ris� for considerable balance bills, and therefore 
they should provide resources that can provide reǦ
liable estimates for outǦofǦpoc�et costs relevant to 
site of service,ǳ said lead author 
ames �cheiman, 
M�, �
�	, a professor of medicine at the �niversiǦ
ty of �ir�inia �chool of Medicine in �harlottesvilleǤ

�he study was funded by the �niversity of MichǦ
i�anǤ �rǤ �hhabra reports personal fees from �lue 
�ross �lue �hield of MassachusettsǤ �rǤ �cheiman 
and �rǤ Melnic� have no disclosuresǤ

A version of this article originally appeared on
Medscape.com.

Continued from previous page
AGA Resource
�
� believes that patients should be inǦ
centivi�ed, throu�h the elimination of cost 
sharin�, to use colonoscopy as a colorectal 
cancer screenin� mechanismǤ �earn more 
about how �
� advocates for patients at 
httpǣȀȀowǤlyȀ����͵Ͳrf͸
ͺǤ

01_12_29_30_32_33_GIHEP20_11.indd  33 10/28/2020  8:24:39 AM



34 November 2020 / GI & Hepatology News

BY JIM KLING
MDedge News

It’s no secret that the COVID-19 pandemic has
disrupted medical practice and led to a surge 
in telemedicine visits. A new report issued 

by the health care social network Doximity in 
September predicts that these changes will be 
permanent, and that the telehealth industry will 
more than triple from $29 billion at the end of 
this year to about $106 billion by 2023. 

The report, titled “2020 State of Telemedi-
cine,” follows a similar 2019 publication and 
captures the changes created by the pandemic. 
“Obviously, telemedicine has been around for 
many years, but the pandemic around COVID-19 
has really changed the game. Something that 
had been getting gradual adoption really rocket-
ed to the forefront,” said Peter Alparin, MD, who 
is an internist in San Francisco and vice presi-
dent of product at Doximity, in an interview. The 
report predicts that 20% of medical visits will 
be conducted through telemedicine by the end 
of 2020.

Gastroenterology is one of the top specialties 
to adopt telemedicine, ranking third behind en-
docrinology and rheumatology, and that should 
come as no surprise. “Chronic disease patients 

lend themselves well to telemedicine because 
they have ongoing relationships with their phy-
sicians, so they can be seen more often and it’s 
more convenient for them. The specialties that 
take care of patients with those sorts of illnesses 
were the ones that adopted it the most readily,” 
said Dr. Alparin.  

That’s probably in part because specialists 
dealing with chronic conditions have been triag-
ing patients with telephone calls for years, which 
makes it easier to tell when a patient needs to 
come in for a physical visit. “It’s a skill you learn, 
to tell when something is just a little bit different 
for a patient. It’s really a clinical judgment that 
has been honed over years of experience,” said 

Dr. Alparin. The report backs up that idea, as it 
found that the physician age groups that most 
often adopted telemedicine were those in their 
40s, 50s, and 60s. 

Telemedicine is popular with patients once 
they try it, and it can greatly expand a physi-
cian’s reach, according to Dr. Alparin. “If you’re 

a specialist, you can perhaps see patients in 
areas where that specialty is underrepresented, 
whether that’s the inner city or a very rural 
area,” he said. The most important barrier is 
high-speed Internet access, which remains a 
problem in many areas.

Doximity researchers surveyed more than 
2,000 U.S. adults to get their opinions on tele-
medicine, and analyzed telemedicine adoption 
data from the platform’s own set of telemedicine 
tools, and compared it to data from the 2019 
report. They also reviewed studies looking at 
disparities in medicine and patient access to 
telemedicine.

Telemedicine use among patients grew from 
14% before the pandemic to 35% who reported 
at least one telemedicine visit after COVID-19. A 
total of 23% said they planned to continue use of 
telemedicine after the pandemic ends, and 27% 
said they had become more comfortable using 
telemedicine. Among patients, 28% said tele-
medicine provides the same or better benefit as 
an in-person visit, and this rose to 53% among 
those with chronic illnesses. 

Among physicians, telemedicine adoption rose 
by 20% between 2015 and 2018, but increased 
by 38% between 2019 and 2020. The highest 
percentage of physician telemedicine adopters 
were in large metro areas and East Coast states, 
led by Massachusetts, New Jersey, and North 
Carolina. None of the top 10 adopter states were 
west of Illinois.

Equity concerns remain: 64.3% of households 
with annual incomes of $25,000 or lower have 

access to broadband Internet, compared with 
93.5% of those with incomes of $50,000 or low-
er. In nonmetropolitan areas, 78.1% of house-
holds have access, compared with 86.7% of 
metropolitan households. The good news is that 
many patients prefer cell phone use for telemed-
icine, and nearly as many Black and Hispanic 

Americans own cell phones as White Americans. 
“That has really democratized access,” said Dr. 
Alperin.

A key to successful telemedicine appointments 
is to make sure that the patient is prepared, ac-
cording to Dr. Alparin. Make sure the patient is 
in a relatively quiet, well-lit place, and that they 
have thought about the questions they want to 
ask. It’s possible to replicate some aspects of a 
physical appointment with the right conditions. 
“You can visualize how they move their arms 
and legs; you can see how they’re breathing. You 
can gain a lot of information by just watching 
somebody,” said Dr. Alparin. A physician might 
also spot clues in the patient’s surroundings. “If 
a patient is asthmatic and you see cats walking 
all over the place, or a patient is allergic to glu-
ten and they have loaves of bread everywhere,” 
he added.

A big concern for telemedicine has been re-
imbursement. In response to the pandemic, the 
Centers for Medicare & Medicaid Services created 
a number of waivers to requirements for billing 
for telemedicine services, and private insurers 
followed suit. In August, the agency announced it 
would make some of those waivers permanent, 
though others such as removal of restrictions on 
the site of care, eligible providers, and nonrural 
areas will likely require an act of Congress to 
enshrine, CMS administrator Seema Verma told 
reporters at an August press conference.

ginews@gastro.org

SOURCE: 2020 State of Telemedicine Report.

�PRACTICE MANAGEMENT 

GIs among the most likely to adopt telemedicine

The COVID-19 pandemic has emphasized the
importance of social determinants of health. 

Historically underserved populations in the 
United States – particularly African American, 
Hispanic/Latino, and Native American 
– have been disproportionately affect-
ed, suffering from higher hospitaliza-
tion rates and worsened morbidity/
mortality related to the disease. 
Telemedicine feels like it should be 
the great equalizer of access in this 
time of national and personal stress, a 
technological solution that aspires for 
a universal reach. However, early les-
sons in the pandemic inform us that 
this is not inherently guaranteed. A 
review of access metrics in the Duke University 
�iver �linic durin� the pandemic finds dispar-
ities in overall use and suboptimal use (phone 
versus video) for vulnerable populations, in-
cluding older patients, underserved minorities, 
and those on Medicaid/Medicare insurance. 

Though a phone visit is better than no visit, a 
video visit may be considered ideal for certain 
disease states such as cirrhosis, where exam 
findin�s such as �aundice, muscle wastin�, and 

edema/ascites can be evaluated. Our 
experience underscores disparities 
in digital literacy or access that likely 
are at play throughout our country. 
As telemedicine becomes a staple 
of GI and liver chronic disease care, 
proactive methods are needed by 
health providers to ensure equitable 
access. This may include advocating 
for reduced-cost internet, education 
outreach for digital skills, ensuring 
adequate language interpreter access, 

and monitoring access metrics. 

Yuval A. Patel MD, MHS, is assistant professor 
of medicine, division of gastroenterology, Duke 
University School of Medicine, Durham, N.C. He 
has no conflicts of interest.
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‘Chronic disease patients lend  
themselves well to telemedicine 
because they have ongoing 
relationships with their physicians.’ 

Dr. Patel
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�PRACTICE MANAGEMENT 

Trump signs CR with Medicare loan relief

President Trump on Oct. 1
signed a bill to keep the fed-
eral government running 

through Dec. 11. This “continuing 
resolution” (CR), which was ap-
proved by the House by a 359-57 
vote and the Senate by a 84-10 
vote, includes provisions to delay 
repayment by physicians of pan-
demic-related Medicare loans and 
to reduce the loans’ interest rate.

In an earlier news release, the 
American Medical Association re-
ported that Congress and the White 
House had agreed to include the pro-
visions on Medicare loans in the CR.

Under Medicare’s Accelerated 
and Advance Payments (AAP) Pro-
gram, the Centers for Medicare & 
Medicaid Services (CMS) advanced 
funds to physicians who were 
financially impacted by the pan-
demic. Revisions were made under 
the Coronavirus Aid, Relief, and 
Economic Security (CARES) Act to 
broaden the existing program to 
supply provider relief related to 
the public health emergency. The 
program was revised in March but 
suspended accepting new appli-
cations related to the pandemic in 
late April.

Physicians who received APP 
loans were required to begin re-
payment within 120 days after the 
loan disbursement. CMS planned to 
recoup the advances by offsetting 
them against Medicare claims pay-
ments due to physicians. Practices 
had up to 210 days (7 months) to 
repay the loans through this process 
before being asked to repay them di-
rectly with a 10.25 % interest rate.

For practices that received these 
advances, their Medicare cash flow 
was scheduled to dry up, starting 
in August. However, CMS quietly 
abstained from collecting these 
payments when they came due, ac-
cording to Modern Healthcare.

New terms
Under the new loan repayment
terms in the CR, repayment of the 
disbursed funds is postponed until 
365 days after the date on which a 
practice received the money. The 
balance is due by September 2022.

The amount to be recouped from 
each claim is reduced from 100% 
to 25% of the claim for the first 11 
months and to 50% of claims with-
held for an additional 6 months. 
If the loan is not repaid in full by 
then, the provider must pay the bal-
ance with an interest rate of 4%.

More than 80% of the $100 bil-

lion that CMS loaned to health care 
providers through May 2 went to 
hospitals, Modern Healthcare cal-
culated. Of the remainder, specialty 
or multispecialty practices received 
$3.5 billion, internal medicine 
specialists got $24 million, family 
physicians were loaned $15 million, 
and federally qualified health cen-
ters received $20 million.

In the AMA’s news release, AMA 
President Susan Bailey, MD, who 
assumed the post in June, called the 
original loan repayment plan an 
“economic sword hanging over phy-
sician practices.”

The American Gastroenterologi-
cal Association has been advocating 
for more flexibility for the financial 
assistance programs, such as the 

Accelerated and Advanced Payment 
Program and the Paycheck Protec-
tion Program, that physicians have 
utilized. It is critical to give physi-
cians leeway on these loans given 
that many practices are still not 
operating at full capacity.

Based on reporting from  
Medscape.com.

With the right planning and care, women with 

inflammatory bowel disease (IBD) can have  

healthy pregnancies and healthy babies.

We help GIs provide care for them.

The IBD Parenthood Project has  

learning activities and videos 

designed to support GIs and related 

health care providers with proper 

planning and care for women with IBD 

throughout all stages of family planning.

Learn more at  

ibdparenthoodproject.gastro.org/for-hcps/ 
EDU19-136
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Funding GI health disparities research 
AGA Giving Day 
Join our e� ort to help 
eradicate disparities in GI!
The patients we serve face racial health disparities 
daily. It’s our responsibility to take action. 

You can make a difference and drive advancements 
in the treatment and cure of digestive diseases. 
Help fund health disparities research in GI.

Donate today through Dec. 3!
Make a tax-deductible 
donation the AGA 
Research Foundation.Learn more by visiting gastro.org/givingday.
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