
Dr. Denise M. Dupras of the Mayo Clinic, Rochester, Minn., and
colleagues found less than half of internal medicine residency programs 
have formal health disparities curricula.

AGA Clinical Practice Update

Management of  
nonvariceal upper  
GI bleeding  

BY WILL PASS
MDedge News

The American Gastro-
enterological Asso-
ciation (AGA) has 

published a clinical prac-
tice update for endoscopic 
management of nonvari-
ceal upper GI bleeding 
(NVUGIB).

The update includes 10 
best practice recommen-
dations based on clinical 
experience and a compre-
hensive literature review, 
reported lead author 
Daniel K. Mullady, MD, of 
Washington University in 
St. Louis.

“Numerous endoscopic 
devices have been de-

veloped over the past 30 
years with demonstrated 
effectiveness in treating 
NVUGIB,” Dr. Mullady 
and colleagues wrote in 
Gastroenterology. “The 
purpose of this clinical 
practice update is to re-
view the key concepts, 
new devices, and thera-
peutic strategies in endo-
scopically combating this 
age-old clinical dilemma.”

According to the inves-
tigators, endoscopy is 
central to management 
of NVUGIB, but only after 
patients are appropriate-
ly triaged and stabilized.

“[E]ndoscopy should be 
performed to determine 

Internal medicine residents

Health disparities 
training falls short

Complete endoscopic healing tied to 
better Crohn’s disease outcomes

BY AMY KARON
MDedge News

Patients with Crohn’s dis-
ease who experienced 

complete endoscopic heal-
ing with biologic therapy 

had significantly lower sub-
sequent rates of treatment 
failure, intestinal resection, 
and hospitalization, com-
pared with patients who 
experienced only partial 
mucosal healing, according 

to the findings of a two-cen-
ter retrospective study.

Over a median of 4.8 
years of follow-up (in-
terquartile range, 2.1-7.2 
years) rates of treatment 

BY HEIDI SPLETE
MDedge News

Less than half of internal
medicine residency pro-
gram directors report 

formal curricula on the topic 
of health disparities, accord-
ing to findings of a survey 
of medical directors and 
residents across the United 
States. 

Despite recommendations 
from the Institute of Med-
icine going back to 2002 
calling for increased educa-
tion on the topic for health 
care providers, data from a 
2012 survey showed that 

only 17% of internal medi-
cine programs had a health 
disparities curriculum, wrote 
Denise M. Dupras, MD, of the 
Mayo Clinic, Rochester, Minn., 
and colleagues.

To describe internal med-
icine residency training 
programs’ curricula and 
educational experiences 
on health disparities and 
to determine residents’ 
perceptions of training, 
the researchers designed a 
cross-sectional survey study 
including 227 program di-
rectors and 22,723 internal 
medicine residents. The sur-
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Physicians with difficult patient scenarios regular-
ly bring their questions to the AGA Community 
(https://community.gastro.org) to seek advice from 

colleagues about therapy and disease management op-
tions, best practices, and diagnoses. The upgraded net-
working platform now features a newsfeed for difficult 
patient scenarios and regularly 
scheduled Roundtable discus-
sions with experts in the field. 

In case you missed it, here are 
some clinical discussions and 
Roundtables in the newsfeed this month:
• AGA Clinical Practice Update on Pancreas Cancer Screen-

ing in High-Risk Individuals: Expert Review (https://
community.gastro.org/posts/22199)

• Establishing an acute colitis pathway (https://community.
gastro.org/posts/22171)

• Preprocedure COVID testing (https://community.gastro.
org/posts/22164)

• Patient case: Gastroesophageal varices (https://commu-
nity.gastro.org/posts/22098)

• Patient case: IBD with intra-abdominal sepsis (https://
community.gastro.org/posts/22055)

• Patient case: Hypervascular pancreatic parenchyma
(https://community.gastro.org/posts/22039)
Roundtables (https://community.gastro.org/

discussions/)
• Windows on Clinical GI
• Clinical Challenges in IBD: Ulcerative colitis and a fistula
• GI COVID-19 Connection: Implementing an effective

long-term telehealth program in a post-COVID world

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

LETTER FROM THE EDITOR

September marks 9 months 

It has been a busy month. September will 
mark the ninth month of U.S. COVID-19 
with the country now surpassing 5 mil-

lion cases and more than 175,000 deaths. 
Daily life and our medical practices will 
never be the same. Many have lost friends, 
family, businesses, and hope.  Instead of 

acting as a nation to pull through this to-
gether, we seem to be entering a continual 
state of Thoreau solitude combined with 
Garrett Hardin’s tragedy of the commons.  

In the last 2 months GI & Hepatology 
News published a two-part opinion piece 
about the acquisition of physicians’ GI 
practices by private equity (PE) companies. 
I received a strongly worded (but justified) 
email criticizing the newspaper for being 
one sided and not declaring a conflict of 
interest on the part of the author. For both 
issues, I take sole responsibility. While it is 
important for us to understand how PE is 
affecting GI practices, the author did have 

a personal stake in the success of this fi-
nancial model. It is important to note that 
details of a PE acquisition can vary greatly 
depending on the PE company involved 
and PE companies looking to acquire prac-
tices now can be counted in the hundreds. 
The pros and cons of PE acquisitions were 

argued prior to COVID-19, but 
since the first quarter of 2020, 
the model is even more confus-
ing. We will find out over the 
next several years whether this 
ever-proliferating model of prac-
tice financing will be successful 
or disastrous.  

In November, GI & Hepatology 
News will publish a special sup-
plement called Gastroenterology 
Data Trends. This publication will 

include brief, but robust snapshots of major 
trends in topics ranging from NAFLD, IBD, 
and GI cancers to the impact of COVID-19 
on GI practices. We have collected a stellar 
group of authors to help us.

This month, the school year begins in 
ways that are still being sorted out. The 
“Big House” will not host its usual 110,000 
fans packed like sardines watching Mich-
igan football. I hope all of our readers 
skipped Sturgis this year. Stay safe, stay 
apart, and mask up.

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

Dr. Allen

September will mark the 
ninth month of U.S. COVID-19. 
Daily life and our medical 
practices will never be the 
same. Many have lost friends, 
family, businesses, and hope.  

�NEWS Top AGA Community 
patient cases
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failure were 25% in patients with
complete mucosal healing at base-
line (that is, a Crohn’s Disease En-
doscopic Index of Severity [CDEIS] 
score of 0) and 48% in patients with 
partial healing (CDEIS score greater 
than 0 but less than 4). The differ-
ence was statistically significant (P 
= .045). No patient with a baseline 
CDEIS score of 0 required intestinal 
resection, compared with 11% of 
patients with scores greater than 0 
but less than 4 (P = .031). Rates of 
hospitalization because of Crohn’s 
disease were 3.5% versus 18.5%, 
respectively (P = .013). Clara Yzet, 
MD, of Amiens (France) University 
Hospital, Université de Picardie Jules 
Verne, reported the findings togeth-
er with her associates in Clinical 
Gastroenterology and Hepatology.

Mucosal healing is a key therapeu-
tic target in Crohn’s disease that has 
been linked to desirable outcomes, 
such as steroid-free remission and 
a less frequent intestinal resection. 

However, prior observational studies 
have inconsistently defined mu-
cosal healing, and clinical trials of 
biologics have used any of at least 
seven different definitions, the re-
searchers wrote. Recently, in patients 
with ulcerative colitis, a Scandina-
vian Journal of Gastroenterology 
(2016;51[9]:1069-74) and another 
in the Journal of Crohn’s and Colitis 
(2016;10[1]:13-9) linked a stricter 
definition of mucosal healing (an 
endoscopic Mayo score of 0, or his-
tologic healing) with superior long-
term clinical outcomes. In patients 
with Crohn’s disease, however, there 
has been no established threshold for 
mucosal healing based on either the 
CDEIS or the Simplified Endoscopic 
Score for Crohn’s disease (SES-CD).

Therefore, Dr. Yzet and her as-
sociates identified and reviewed 
the medical records of 84 consec-
utive adults with clinically remit-
ted Crohn’s disease who received 
anti–tumor necrosis factor therapies 

(infliximab and adalimumab) or 
vedolizumab at two university hos-
pitals in France between 2008 and 
2015. All patients received baseline 
and follow-up colonoscopies, with 
results scored on the CDEIS. In all 
cases, the second CDEIS score was 
less than 4 (the CDEIS ranges from 
0 to 44). The primary outcome was 
treatment failure, defined as the need 
for biologic optimization (increasing 
the dose or shortening the dosing 
interval of the biologic), cortico-
steroids, or immunosuppressants; 
a Harvey-Bradshaw score greater 
than 4 associated with a change in 
treatment; or the need for intestinal 
resection or hospitalization because 
of Crohn’s disease. 

At baseline, 57 patients had 
CDEIS scores of 0 (complete mu-
cosal healing) and 27 patients had 
scores greater than 0 but less than 
4 (partial mucosal healing). The 
two groups were otherwise similar 
except that patients with complete 
mucosal healing had a shorter medi-
an duration of Crohn’s disease (10.3 
vs. 15.1 years in the partial healing 
group; P = .029) and a lower preva-

lence of Crohn’s disease phenotype 
B2 (stricturing) according to the Vi-
enna classification (1.8% vs. 14.8%; 
P = .035). In the multivariate analy-
sis, CDEIS score was the only factor 
associated with treatment failure 
(hazard ratio, 2.61; 95% confidence 
interval, 1.16-5.88; P = .02).  

“Our findings suggest that we 
should be more ambitious in clinical 
practice to change patients’ life and 
disease course by achieving com-
plete endoscopic healing. However, 
this strategy could be limited by the 
ability of current drugs to achieve 
complete mucosal healing,” the re-
searchers wrote.

No external funding sources were 
reported. Two coinvestigators dis-
closed ties to AbbVie, Amgen, Biog-
aran, Biogen, Ferring, Janssen, MSD, 
Pfizer, Takeda, and several other 
pharmaceutical companies. The re-
maining investigators reported no 
conflicts of interest.

ginews@gastro.org

SOURCE: Yzet C et al. Clin Gastroenterol
Hepatol. 2019 Nov 16. doi: 10.1016/j.
cgh.2019.11.025.

Changing disease course possible
Healing from page 1

�FROM THE AGA JOURNALS

Prospective study eyes risks for poor outcomes in PSC 
BY AMY KARON

MDedge News

In individuals with inflammatory bowel disease
(IBD) and primary sclerosing cholangitis (PSC), 
younger age at diagnosis, male sex, and Afro-Ca-

ribbean heritage were significant risk factors for 
liver transplantation and disease-related death, 
based on a 10-year prospective population-based 
study.

These factors should be incorporated into the 
design of clinical trials, models for predicting 
disease, and studies of prognostic biomarkers for 
PSC, Palak J. Trivedi, MBBS, MRCP, of the Univer-
sty of Birmingham (England) wrote with his asso-
ciates in Gastroenterology.

The researchers identified newly diagnosed 
cases from a national health care registry in 
England between 2006 and 2016 (data on out-
comes were collected through mid-2019). In all, 
284,560 individuals had a new diagnosis of IBD, 
among whom 2,588 also had PSC. The investiga-
tors tracked deaths, liver transplantation, colonic 
resection, cholecystectomy, and diagnoses of 
colorectal cancer, cholangiosarcoma, and cancers 
of the pancreas, gallbladder, and liver. They eval-
uated rates of these outcomes among individuals 
with both PSC and IBD (PSC-IBD) and those with 
IBD only.

After controlling for sex, race, socioeconomic 
level, comorbidities, and older age, the research-
ers found that both men and women with PSC-
IBD had a significantly greater risk for all-cause 
mortality, compared with individuals with IBD 
alone (hazard ratio, 3.20; 95% confidence in-

terval, 3.01-3.40; P less than .001). Strikingly, 
individuals who were diagnosed with PSC when 
they were younger than 40 years had a more than 
sevenfold higher rate of all-cause mortality, com-
pared with individuals with IBD only. In contrast, 
the incidence rate ratio for individuals diagnosed 
with PSC when they were older than 60 years was 

less than 1.5, compared with IBD-only individuals.
Having PSC and ulcerative colitis, being younger 

when diagnosed with PSC, and being of Afro- 
Carribean heritage all correlated with higher in-
cidence of liver transplantation or death related 
to PSC. Individuals with PSC-IBD who were of 
Afro-Caribbean heritage had an approximately 
twofold greater risk for liver transplantation or 
PSC-related death compared with whites (adjust-
ed HR, 2.05; 95% CI, 1.14-3.70; P = .016). In con-
trast, women with PSC-IBD were at significantly 
lower risk for liver transplantation or disease-re-
lated death than were men (adjusted HR, 0.74; 
95% CI, 0.57-0.97; P = .026). 

“The onset of PSC confers heightened risks of 
all hepatobiliary malignancies, although annual 
imaging surveillance may associate with a re-
duced risk of cancer-related death,” the investi-

gators found. Among patients with hepatobiliary 
cancer, annual imaging was associated with a 
twofold decrease in risk for cancer-related death 
(HR, 0.43; 95% CI, 0.23-0.80; P = .037). 

Colorectal cancer tended to occur at a younger 
age in individuals with PSC-IBD, compared with 
those with IBD alone (median ages at diagnosis, 
59 vs. 69 years; P less than .001). Notably, indi-
viduals with PSC diagnosed under age 50 years 
had about a fivefold higher incidence of colorec-
tal cancer than did those with IBD alone, while 
those diagnosed at older ages had only about a 
twofold increase. With regard to colectomy, men 
diagnosed with PSC at younger ages were at the 
greatest risk, compared with women or individu-
als diagnosed after age 50 years. Individuals with 
ulcerative colitis and PSC had a 40% greater risk 
for colectomy risk than did IBD-only individuals 
(time-dependent adjusted HR, 1.65; 95% CI, 1.45-
1.85; P less than .001).

“Whilst all-cause mortality rates increase with 
age, younger patients [with PSC] show a dispro-
portionately increased incidence of liver trans-
plantation, PSC-related death, and colorectal 
cancer,” the researchers concluded. 

Dr. Trivedi disclosed support from the National 
Institute for Health Research Birmingham Bio-
medical Research Centre, at the University Hospi-
tals Birmingham NHS Foundation Trust and the 
University of Birmingham. No other disclosures 
were reported.

ginews@gastro.org

SOURCE: Trivedi PJ et al. Gastroenterology. 2020 May 19. doi:
10.1053/j.gastro.2020.05.049.

Having PSC and ulcerative colitis, being 
younger when diagnosed with PSC, and 
being of Afro-Carribean heritage all 
correlated with higher incidence of liver 
transplantation or death related to PSC. 
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Model identi�ed heavy drinkers at highest risk of ALD progression
BY AMY KARON

MDedge News

In heavy drinkers with alcohol-related liver dis-
ease, a Markov model based on age, sex, body 

mass index, and duration and extent of alcohol 
use predicted risk for disease progression, re-
searchers reported in Clinical Gastroenterology 
and Hepatology.

The study included 2,334 hospitalized adults 
with consistently abnormal liver test results 
who had consumed at least 50 grams of alcohol 
(about 3.5-4 drinks) per day for the previous 5 
years. The model was developed using data from 
1,599 individuals with baseline liver biopsies 
and validated in 735 individuals with no base-
line liver biopsies but available data on the pres-
ence or absence of hepatic decompensation.

For a 40-year-old man with F0-F2 fibrosis 
who had been drinking alcohol for 15 years, 
who drank 150 grams of alcohol daily, and who 
had a body mass index of 22 kg/m2, the model

predicted a 31.8% likelihood of having a normal
liver at baseline, a 61.5% probability of baseline 
steatosis, and a 6.7% probability of baseline ste-
atohepatitis. In women with the same baseline 
variables, respective probabilities were 25.1%, 
66.5%, and 8.4%. Based on these findings, the 
5-year weighted risk for liver complications
ranged from 0.2% for men with normal initial
liver findings to 10.3% for men with baseline
steatohepatitis. Among women, the correspond-
ing risk estimates ranged from 0.5% to 14.7%,
wrote PhD student Claire Delacôte of Centre
Hospitalier Universitaire de Lille (France), and
associates.

“This tool might be used by general practi-
tioners or hepatologists to identify heavy drink-
ers at high risk for alcohol-related liver disease 
progression,” the investigators added. “This 
model might be used to adapt patient care path-
ways.”

The patients in this study were admitted to the 
hepatogastroenterology unit of a French hospital 

between 1982 and 1997. The Markov model in-
corporated seven stages of alcohol-related liver 
disease: normal liver (no fibrosis or steatosis), 
steatosis and F0-F2 fibrosis, alcohol-induced 
steatohepatitis and F0-F2 fibrosis, steatosis and 
F3-F4 fibrosis, alcohol-induced steatohepatitis 
and F3-F4 fibrosis, liver complications without 
steatohepatitis, and liver complications with 
alcohol-induced steatohepatitis. Liver complica-
tions were defined as hepatocellular carcinoma 
or liver decompensation (bilirubin >50 mmol/L, 
gastrointestinal hemorrhage, or ascites). Risk 
for progressing to liver complications was based 
on METAVIR score and onset of alcohol-induced 
steatohepatitis.

The researchers also looked specifically at 
F3-F4 (severe) fibrosis because of its clinical sig-
nificance and common use as a study endpoint. 
Among 40-year-olds with a 15-year history of 
heavy drinking, the estimated prevalence of alco-
hol-induced steatohepatitis was 30.0% for men 

Continued on following page
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Antibodies improved in�ammation in mice with NASH
BY AMY KARON

MDedge News

Changes in a variety of T cells in
the liver and visceral adipose 
tissue play a key role in the 

pathogenesis of nonalcoholic steato-
hepatitis (NASH), according to the 
results of a murine study.

Mikhaïl A. Van Herck, of the Univer-
sity of Antwerp (Belgium), and asso-
ciates fed 8-week-old mice a high-fat, 
high-fructose diet for 20 weeks, and 
then switched the mice to standard 
mouse chow for 12 weeks. The 
high-fat, high-fructose diet induced 
the metabolic syndrome and NASH, 
accompanied by shifts in T cells. In-
terleukin-17–producing (Th17) cells 
increased in the liver, visceral adipose 
tissue (VAT), and blood, while regula-
tory T cells decreased in VAT, and cy-
totoxic T (Tc) cells rose in VAT while 
dropping in the blood and spleen. 

These are “important immune dis-
ruptions,” the researchers wrote in 
Cellular and Molecular Gastroenter-
ology and Hepatology. “In particular, 
[VAT] Tc cells are critically involved in 
NASH pathogenesis, linking adipose 
tissue inflammation to liver disease.”

After the mice were switched from 
the high-fat, high-fructose diet to 
standard mouse chow, their body 
weight, body fat, and plasma choles-
terol significantly decreased and their 
glucose tolerance and insulin sensitiv-
ity improved to resemble that of mice 
fed standard mouse chow through-
out the study. Mice that underwent 

diet reversal also had significantly 
decreased liver weight and levels of 
plasma ALT, compared with mice that 
remained on the high-fat, high-fruc-
tose diet. Diet reversal also improved 
liver histology (nonalcoholic fatty liv-
er disease activity scores), compared 
with the high-fat, high-fructose diet, 
the researchers wrote.  

Genetic tests supported these find-
ings. On multiplex RNA analysis, he-
patic expression of Acta2, Col1a1, and 
Col1a3 reverted to normal with diet 
reversal, indicating a normalization 
of hepatic collagen. Hepatic expres-
sion of the metabolic genes Ppara, 
Pparg, and Fgf21 also returned to 
normal, while VAT showed a decrease 

in Lep and Fgf21 expression and res-
olution of adipocyte hypertrophy.

However, diet reversal did not re-
verse inflammatory changes in T-cell 
subsets. Administering anti-CD8a an-
tibodies after diet reversal decreased 
Tc cells in all tissue types that were 
tested the investigators wrote. Treat-
ing the mice with antibodies target-
ing IL-17A did not attenuate NASH 
but did reduce hepatic inflammation.

The fact that “the most pronounced 
effect” on NASH resulted from cor-
recting immune disruption in VAT 
underscored “the immense impor-
tance of adipose tissue inflamma-
tion in [NASH] pathogenesis,” the 
researchers wrote. The finding that 

diet reversal alone did not reverse 
inflammation in hepatic or VAT “chal-
leng[es] our current understanding 
of the reversibility of NASH and other 
obesity-related conditions.” 

Funders included the University 
Research Fund, University of An-
twerp, and Research Foundation 
Flanders. The researchers reported 
no conflicts of interest except that 
one coinvestigator is the chief science 
officer at Biocellvia, which performed 
some histologic analyses.

ginews@gastro.org

SOURCE: Van Herck MA et al. Cell Molec
Gastroenterol Hepatol. 2020 Apr 20. doi:
10.1016/j.jcmgh.2020.04.010.

This study by Van Herck et al. advances our under-
standing of just how important a two-pronged 

environmental and biologic approach is to turn the 
NASH tide. The authors demonstrate that both dietary 

environmental exposure and bio-
logic tissue-specific T-cell responses 
are involved in NASH pathogenesis, 
and that targeting one part of the 
equation is insufficient to fully mit-
igate disease. They observed that 
mice with more severe diet-induced 
NASH had more Th17 cells in the 
liver and visceral adipose tissue 
and more cytotoxic T cells in VAT. 
Conversely, there were fewer VAT T 
regulatory cells in mice with more 

liver inflammation. The major novelty of this study is 
that simply changing the diet to a metabolically healthi-
er diet failed to correct T-cell dysregulation. Only T cell–

directed therapies improved this abnormality. 
The implication of their study is that, despite 

weight loss and improvement in liver histology and 
metabolic parameters, individuals with NASH may 
still harbor an inflammatory milieu involved in NASH 
pathogenesis. Perhaps this at least partially explains 
why the majority of NASH patients have recurrent 
NASH post transplant. These data should prompt 
those who care for NASH patients to establish long-
term care models that are focused on both adherence 
to dietary recommendations and monitoring of (and 
ultimately treatment of) systemic inflammation.

Rotonya M. Carr, MD, is an assistant professor of medi-
cine in the division of gastroenterology at the University 
of Pennsylvania, Philadelphia. She is director of the liver 
metabolism and fatty liver program, and codirector of the 
human metabolic tissue resource. She receives research 
and salary support from Intercept Pharmaceuticals. 

Dr. Carr
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Switching to low-in�ammatory diet linked 
to lower risk for Crohn’s disease

and 33.3% for women. The 5-year risk for liver
complications was higher in women (30.1%) 
than men (24.5%) and was highest among wom-
en with baseline alcohol-induced steatohepatitis 
(41.0%). Overall, women had a 24.8% greater 
risk for disease progression than men (hazard 
ratio, 1.248).

Risk for liver complications also increased 
with age, and each 1-year increase in age at the 
beginning of heavy drinking heightened the 
risk for disease progression by 3.8%, regard-
less of stage of liver disease. “Based on these 
predictions, 50-year-old women are a high-risk 
subgroup of [alcohol-related liver] disease pro-
gression and should receive close follow-up,” the 
researchers wrote. 

In addition, obese individuals (BMI, 30) had an 
11.8% greater risk for progression of alcohol-re-
lated liver disease, compared with those with a 
BMI of 22. Consuming an additional 10 grams of 
alcohol per day had less impact on risk, the re-
searchers noted.

“If patients are identified as being heavy drink-
ers by the general practitioner with no evalua-
tion of fibrosis, these patients should be referred 
to a hepatologist. Nevertheless, we think that 
the threshold defining the high-risk population, 
which has been arbitrarily fixed at 5%, should 
be discussed by experts because it affects the 
patient’s care pathway. An online application is 

being developed to help clinicians and general 
practitioners in their daily practice,” they wrote.

No funding sources were reported. Ms. 
Delacôte reported having no conflicts of in-
terest. Three coinvestigators disclosed ties to 
AbbVie, Bayer Healthcare, Eisai, Gilead, MSD, 

Novartis, Sanofi, and Servier. The others re-
ported having no conflicts.

ginews@gastro.org

SOURCE: Delacôte C et al. Clin Gastroenterol Hepatol. 2020
Jan 11. doi: 10.1016/j.cgh.2019.12.041.

In the life of a hepatologist few things
are as gratifying as when a patient 

with alcohol-related liver disease 
(ALD) quits drinking. Though we wish 
this were the norm, ALD is both in-
creasingly common and morbid. Tools 
to connect with and empower real 
change in our patients with ALD are 
urgently needed. Unfortunately, our 
toolbox is somewhat bare.

To improve, we must become accus-
tomed to (and partner with experts in) the care 
of substance use disorder. We must learn to 
maximize the impact of our counseling on our 
patients. Behavioral interventions for ALD re-
quire goal-setting and self-regulation and both 
depend on the patient’s outcome expectations. 
All would be immeasurably strengthened with 
concrete prognostic data. 

This is why the Delacôte et al. study is import-
ant. The authors create a multistate model with 
inputs from cohorts of patients with biopsy-prov-

en and staged ALD. The result is a 
specific 5-year risk of cirrhotic decom-
pensation or hepatocellular carcinoma 
tailored to the patient’s age, sex, body 
mass index, alcohol use duration, and 
liver histology. Although this model’s 
estimates have confidence intervals 
and their generalizability would be im-
proved if histology were replaced with 
noninvasive indices, these data are 
among the most tangible illustrations 

of risk available for patient-doctor deliberations.
Knowledge, when communicated effectively, 

is the cornerstone of behavioral change. Trans-
lating the abstract concept of progressive ALD 
into personalized, modifiable risks is a leap for-
ward. We have a new tool; let’s use it.

Elliot B. Tapper, MD, is an assistant professor in 
gastroenterology and internal medicine at Mich-
igan Medicine, Ann Arbor. He has no conflicts of 
interest. 

Dr. Tapper

Continued from previous page

BY AMY KARON
MDedge News

Among adults who consumed
a proinflammatory diet, 
switching to a diet with low-

er inflammatory potential was asso-
ciated with a significant subsequent 
decrease in risk for Crohn’s disease, 
according to a study of three longi-
tudinal observational cohorts.

Researchers calculated empirical 
dietary inflammatory pattern (EDIP) 
scores based on food-frequency ques-
tionnaires completed by 166,903 
women and 41,931 men who partic-
ipated in the Nurses’ Health Study, 
the Nurses’ Health Study II, and the 
Health Professionals Follow-up Study. 
Questionnaires were completed 
at two time points, separated by 8 
years. Overall, adults whose cumula-
tive average EDIP scores fell within 
the highest quartile – meaning their 
diets had the highest inflammatory 
potential – were at 51% greater risk 
for developing Crohn’s disease than 
were adults whose diets fell within 
the lowest EDIP quartile (hazard 
ratio, 1.51; 95% confidence interval, 
1.19-2.07; P = .01). 

Strikingly, however, adults who 
initially consumed a proinflamma-
tory diet (which is high in calories, 
red meat, high-fat dairy, and refined 
grains) and then switched to a 
low-inflammatory diet (one based 
around fruit, vegetables, legumes, 
whole grains, fish, and lean pro-
tein) had a statistically similar risk 
for Crohn’s disease as adults who 
consumed a low-inflammatory diet 
at both time points. The 95% confi-
dence interval for the hazard ratio 
crossed 1.0 (HR, 1.51; 95% CI, 0.76-
3.00). In contrast, adults who initially 
consumed a low-inflammatory diet 
and later changed to a proinflamma-
tory diet were at twofold greater risk 
for Crohn’s disease than were those 
who remained on a low-inflammato-
ry diet (HR, 2.05; 95% CI, 1.10-3.79). 

These findings accounted for 
potential confounders, such as age, 
study cohort, time period, race, 
smoking, physical activity, and use 
of oral contraceptives and hormone 
replacement therapy, wrote Chun-
Han Lo, MD, of the Harvard T.H. 
Chan School of Public Health, Bos-
ton, together with his associates in 
Gastroenterology.

The EDIP score is a weighted 
sum of 18 food groups that char-
acterizes the potential for dietary 
inflammation based on circulating 
concentrations of inflammatory 
biomarkers. A proinflammatory diet 
may “trigger the onset of intestinal 
inflammation by inducing changes 
in [the] gut microbiome, altering 
host homeostasis, and regulating 
T-cell immune response,” the inves-
tigators noted.

In this study, which included 
nearly 5 million person-years of fol-
low-up, 328 individuals were diag-
nosed with Crohn’s disease and 428 
individuals developed ulcerative 
colitis. Median age at inflammatory 
bowel disease diagnosis was 55 
years, with a range of 29-85 years. 
Notably, change in EDIP score 
was not linked to ulcerative colitis 
risk. Diet may be more relevant in 
Crohn’s disease than ulcerative coli-
tis, and dietary factors linked to ul-
cerative colitis were not associated 
with inflammatory markers in the 
cohorts and, thus, were not factored 
into EDIP score, the researchers 
wrote. 

The link between EDIP score and 

Crohn’s disease in this study did not 
change after controlling for fiber 
intake. Red wine (which contains 
anti-inflammatory resveratrol) 
might be a protective factor, the re-
searchers hypothesized. They also 
found that pizza – a processed, cal-
orie-dense food – was significantly 
inversely linked to inflammatory 
markers, perhaps because pizza 
contains abundant lycopene (from 
tomato paste) and fat (which facili-
tate lycopene absorption).

Prior studies on diet and inflam-
matory bowel disease assessed 
diets at only one time point and 
categorized dietary habits based 
on food groups, rather than linking 
foods with inflammatory markers, 
the researchers wrote. “Here, by 
identifying a combination of food 
groups predictive of circulating 
markers of inflammation, we pro-
vide a more robust evidence base 
behind the association of these 
foods with inflammation and in-
flammatory bowel disease.”

Most study participants were 
White health professionals. The 
researchers noted that “studies of 

Continued on page 14
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dietary risk factors have not re-
vealed a strong ethnicity-specific 
association, [but] extrapolating 
our findings to individuals of other 

ethnicity should be performed with 
caution.”

The National Institutes of Health, 
the Beker Foundation, the Chleck 
Family Foundation, and the Crohn’s 

and Colitis Foundation provided 
funding. Three coinvestigators dis-
closed ties to AbbVie, Bayer Pharma 
AG, Boehringer Ingelheim, Gilead, 
Janssen, Kyn Therapeutics, Merck 

Pfizer, Policy Analysis, and Takeda.

SOURCE: Lo C-H et al. Gastroenterol-
ogy. 2020 May 1. doi: 10.1053/j.gas-
tro.2020.05.011.

Diet is the single most
modifiable risk factor 

influencing inflammatory 
bowel disease (IBD) de-
velopment. Accordingly, 
animal studies show that 
specific nutrients and 
food additives impact gut 
barrier function and/or 
microbiota, thereby influ-
encing disease develop-
ment. However, using these studies 
to provide humans practical dietary 
advice has been difficult, in part be-
cause effects of isolated food com-
ponents can be quite different from 
those of complex foods. The com-
plex nature of human foods has also 
stymied epidemiologic approaches 
to determine how diet influences 
IBD risk. This difficulty is exacerbat-
ed by the potential of IBD itself to 
influence diet, likely beginning long 
before disease diagnosis. 

Lo and colleagues surmount 
these problems by developing the 
“empirical dietary inflammatory 
pattern” (EDIP), which is a metric 
that quantifies the proinflam-
matory potential of one’s overall 
diet based on the extent to which 
its components associate with 
proinflammatory cytokine levels 

in a large healthy hu-
man cohort. Retrospec-
tive application of this 
metric to three large 
human cohorts found 
that consumption of 
proinflammatory diets 
increased risk of devel-
oping Crohn’s disease 
but not ulcerative colitis. 
This indicates, perhaps 

not surprisingly, that a central 
means by which diet influences 
risk of Crohn’s is by promoting 
inflammation in susceptible hosts. 
Furthermore, while this approach 
implicated the usual suspects, such 
as low-fiber processed foods, in 
promoting Crohn’s, it also found a 
protective role for pizza, perhaps 
reflecting the anti-inflammatory 
action of its tomato-based compo-
nents. It should soon be possible 
for persons with high genetic risk 
for Crohn’s to use the EDIP to dis-
cern how their diet is influencing 
that risk and, moreover, designing 
practical strategies to mitigate it. 

Andrew T. Gewirtz, PhD, is a pro-
fessor at Georgia State University’s 
Institute for Biomedical Sciences, 
Atlanta. He has no conflicts.

Dr. Gewirtz

Continued from page 9

CLINICAL CHALLENGES AND IMAGES

By Aathira Ravindranath, MBBS, MD, Moinak
Sen Sarma, MD, and Surender Kumar Yachha, 
MBBS, MD. Published previously in Gastroenter-
ology (2019;157[1]:23-4).

A15-month-old, previously thriving boy
from western urban India was brought 

in with high-grade pyrexia of unknown origin 
for the last 45 days. He had received multiple 
courses of antibiotics and antimalarials else-
where without any response. Appetite and 

general activity were preserved. Examination 
revealed mild pallor, significant nontender soft 
hepatomegaly (liver span of 14 cm) without 
splenomegaly or peripheral lymphadenopathy. 
Investigations showed a hemoglobin of 9 g/dL, 
microcytic hypochromic smear, total leukocyte 
count of 48,900/mm3, neutrophils at 16%,
lymphocytes at 23%, eosinophils at 58%, abso-
lute eosinophil count of 28,362/mm3, platelet
count of 490,000/mm3, bilirubin of 0.8 mg/dL,
aspartate aminotransferase of 203 IU/L, ala-

nine aminotransferase of 179 IU/L, total pro-
tein of 9.3 g/dL, albumin of 3.6 g/dL, alkaline 
phosphatase of 203 IU/L, and gamma-glutamyl 
transpeptidase of 107 IU/L. Ultrasound exam-
ination and computed tomography scans of 
abdomen showed no focal lesions or abscesses. 
A bone marrow biopsy revealed an increase in 
eosinophils and its precursors. Echocardiogra-
phy, retroviral serology, and multiple blood and 
urine cultures were unyielding. Liver biopsy 
was performed for diagnosis (Figures A–C).

The diagnosis is on page 18.

What is your diagnosis?
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AGA career development awards
Our Research Scholar 
Awards provide 
$300,000 over three 
years to early-career 
investigators transforming 
our understanding of 
digestive diseases.

Applications due Nov. 9, 2020:

AGA Research Scholar Awards

AGA-Takeda Pharmaceuticals
Research Scholar Award in Celiac Disease

AGA-Takeda Pharmaceuticals Research 
Scholar Award in Inflammatory Bowel Disease

Learn more and apply at www.gastro.org/research-funding.

RSH20-020
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NEWS FROM THE AGA

AGA launches new virtual series on COVID-19 �ndings

Join us for our new GI Forging
Forward virtual symposia 
series, a practical educational 

training program covering timely 
topics for GIs through the lens of 
COVID-19. Experts in the field will 
present the latest COVID-19 find-
ings, share proven strategies to 

communicate and manage disaster 
and crisis situations, and educate 
participants on evidence-based 
recommendations to meet today’s 
evolving needs. Upcoming topics 
will cover keeping you, your staff, 
and patients safe, new approaches 
and training in research, leading in 
times of crisis, and rapid-response 
guideline development.

Registration for this month’s vir-
tual webinars are now open:

Demystifying publishing in AGA 
journals: Perspectives from our 

authors and editors: Sept. 3, 2020, 
5:30 p.m. EDT

Flexing your communications 
skills during a time of crisis: Sept. 

17, 2020, 5:30 p.m. EDT
For more information, visit www.

gastro.org/GIForgingForward.
ginews@gastro.org

How we’re 
combatting 
racism, health 
disparities
The AGA Equity Project adviso-

ry board has released a new 
commentary in Gastroenterology: 
“From Intention to Action: Oper-
ationalizing AGA Diversity Policy 
to Combat Racism and Health Dis-
parities in Gastroenterology.” 

The commentary provides a 
transparent self-examination of 
AGA’s recent racial and ethnic de-
mographic data of its members, 
volunteer leaders, and staff com-
pared with U.S. population data. 
It also assesses AGA’s previous 
initiatives focused on diversity, 
equity, and inclusion. It then looks 
ahead by detailing AGA’s plans to 
further operationalize the goals 
enumerated in the AGA Diversity 
Policy.

For more information, read the 
full commentary at www.gastro.
org/diversitycommentary.

ginews@gastro.org

Upcoming topics will cover 
keeping you, your staff, and 
patients safe, new approaches 
and training in research, 
leading in times of crisis, 
and rapid-response 
guideline development.
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All full-text abstracts and select author presentations from Digestive 
 Disease Week® (DDW) 2020 are now online. Visit the DDW ePosters and 
ePapers site to get the latest updates in gastroenterology and  hepatology.

SAVE THE DATE: DDW 2021 will be held May 22-25 in Washington, D.C.

A C C E S S  T O D AY  AT  D D W. O R G / O N L I N E

AVAILABLE
Abstracts

now
2020

NEWS FROM THE AGA

New AGA guidance on virus testing patients before endoscopy 

A new evidence-based review
published in Gastroenterol-
ogy helps you answer the 

question: Should my endoscopy 
center test asymptomatic patients 
for SARS-CoV-2 prior to endoscopy? 

Key guidance for GIs
1. Endoscopy centers in areas

with an intermediate prevalence 
of SARS-CoV-2 infection should 
consider testing patients for the 
virus before endoscopy. Several 
important factors contribute to this 
decision including testing feasibil-
ity, personal protective equipment 
(PPE) availability, and risk aversion 
threshold of endoscopists and staff.

2. Endoscopy centers in both low- 
and high-prevalence areas may not
benefit from a pre-testing strategy.
• Rationale for low-prevalence ar-

eas: Diagnostic tests have a high
proportion of false positives
with significant downstream
consequences, such as patient
burden (quarantining and out of

work for 14 days), unnecessarily 
delayed cases, and over-utili-
zation of testing which may al-
ready be limited in availability. 
Therefore, PPE availability may 
drive decision-making for case 
triage instead. If PPE is not lim-
ited, then the majority of endos-
copists and staff may reasonably 
select to use N95/N99 respira-
tors or PAPRs.

• Rationale for high-prevalence ar-
eas: Highest available PPE (such
as N95/N99 respirators or PA-
PRs) would be used universally,
as available. Additionally, testing
is often limited because of a high
demand for a potential surge of
cases.
AGA created an online tool to

help endoscopy centers make de-
cisions about their pre-endoscopy 
testing strategy. This tool combines 
local prevalence with diagnostic 
test performance data to calculate 
the proportion of true versus false 
positives and negatives to help 
endoscopy centers understand the 
downstream consequences of im-
plementing a pre-procedure testing 
strategy.

To access the Rapid Review and 
online tool, visit www.gastro.org/
COVID.

ginews@gastro.org

When to screen 
for pancreas 
cancer 

AGA has released a new Clini-
cal Practice Update providing 

best practice advice for clinicians 
screening and diagnosing pancre-
atic cancer in high-risk individuals. 
Screening to detect pancreas can-
cers and their precursor lesions 
in high-risk patients can improve 
survival if it facilitates surgical re-
section for early-stage disease. 

In the AGA Clinical Practice Up-
date on Pancreas Cancer Screening 
in High-Risk Individuals: Expert 
Review, published in Gastroenterol-
ogy’s July issue, the authors provide 
13 best practice advice statements 
to address key issues in clinical 
management of these patients. 

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

ginews@gastro.org
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the source of bleeding, to assess
rebleeding risk, and to treat le-
sions at high risk for rebleeding,” 
they wrote. “Exactly when the 
endoscopy should be performed 
is a clinical judgment made by the 
gastroenterologist in consultation 
with the primary service.”

The investigators recommended 
that endoscopy be performed with-
in 12 hours for emergent cases and 
within 24 hours for urgent cases, 
whereas elective cases could wait 
longer. 

They noted that NVUGIB can 
range from mild and self-limiting, 
allowing for outpatient manage-

ment, to severe and life-threatening, 
necessitating intensive care. Because 
of this broad range, the investigators 
recommended familiarity with tri-
age scoring systems, including the 
Glasgow-Blatchford Score, the Rock-
all Score, and AIMS-65.

“A common decision is deciding 
whether or not to wait until the 
next morning to perform endos-
copy on a patient presenting after 
hours with suspected NVUGIB,” the 
investigators wrote.

The investigators cautioned 
that emergent endoscopy may ac-
tually be associated with poorer 
outcomes because of “inadequate 
resuscitation,” and suggested that 
“[p]atients who are hemodynam-
ically stable, do not have ongoing 
hematemesis, and have melena 
only can generally be deferred to 
the following morning.”

Concerning hemostatic tech-
nique, Dr. Mullady and colleagues 
recommended familiarity with 
conventional thermal therapy and 
placement of hemoclips. If these 
approaches are unsuccessful, or 
deemed unlikely to succeed, they 
recommended an over-the-scope 
clip.

For ulcers “with a rigid and fibrot-
ic base,” or those that are hard to 

reach, the investigators recommend-
ed monopolar hemostatic forceps 
with low-voltage coagulation. 

According to the update, hemo-
static powder should be reserved 
for scenarios in which bleeding is 
diffuse and difficult to locate.

“In most instances, hemostatic 
powder should be preferentially 
used as a rescue therapy and not 
for primary hemostasis, except 
in cases of malignant bleeding or 
massive bleeding with inability to 
perform thermal therapy or hemo-
clip placement,” the investigators 
wrote.

They noted that hemostatic pow-
der generally dissolves in less than 
24 hours, so additional treatment 
approaches should be considered, 
particular when there is a high risk 
of rebleeding.

When deciding between trans- 
catheter arterial embolization 
(TAE) and surgery after endoscop-
ic failure, the update calls for a 
comprehensive clinical assessment 
that incorporates patient factors, 
such as coagulopathy, hemody-
namic instability, and multiorgan 
failure; bleeding etiology; potential 
adverse effects; and rebleeding 
risk.

“An important point is that pro-
phylactic TAE of high-risk ulcers 
after successful endoscopic therapy 
is not recommended,” the investiga-
tors wrote.

Beyond these recommendations, 
the update includes a compre-
hensive discussion of relevant 
literature and strategies for effec-
tive clinical decision making. The 
discussion concludes with global 
remarks about the evolving role of 
endoscopy in managing NVUGIB, 
including a note about cost-effec-
tiveness despite up-front expenses 
associated with some methods.

“With this expanded endoscopic 
armamentarium, endoscopic thera-
py should achieve hemostasis in the 
majority of patients with NVUGIB,” 
the investigators wrote. “Despite the 
increased costs of newer devices or 
multimodal therapy, effective hemo-
stasis to preventing rebleeding and 
the need for hospital readmission is 
likely to be a dominant cost-saving 
strategy.”

Dr. Mullady disclosed rela-
tionships with Boston Scientific, 
ConMed, and Cook Medical.

ginews@gastro.org

SOURCE: Mullady DK et al. Gastro.
2020 Jun 20. doi: 10.1053/j.gas-
tro.2020.05.095.

Clinical judgment is key
Bleeding from page 1

Concerning hemostatic 
technique, Dr. Mullady and 
colleagues recommended 
familiarity with conventional 
thermal therapy and placement 
of hemoclips. If these 
approaches are unsuccessful, 
or deemed unlikely to 
succeed, they recommended 
an over-the-scope clip. Call for papers
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�UPPER GI TRACT

Swallowable ‘sponge on string’ helps spot Barrett’s
BY NEIL OSTERWEIL

An experimental cell-col-
lection device that can be 
administered without an-

esthesia in a primary care practice 
was shown to be better at detecting 
Barrett’s esophagus than the stan-
dard of care in a community-based 
clinical trial.

Use of this patient-swallowed de-
vice, called Cytosponge-TFF3, could 
allow clinicians to diagnose esopha-
geal conditions such as dysplasia or 
cancer at an earlier and potentially 
curable stage, said the investigators. 
However, it would also increase the 
likelihood of unnecessary endosco-
pies, owing to false-positive results.

“In this multicenter, pragmatic, 
randomized controlled trial we 
found that an invitation to have 
a Cytosponge-TFF3 test led to 
increased diagnosis of Barrett’s 
esophagus when compared with 
usual care by general practitioners,” 
write Rebecca C. Fitzgerald, MD, 
AGAF, from the Hutchison/MRC 
Research Center in Cambridge, En-
gland, and colleagues.

The study was published online 
in The Lancet.

“What it shows is that, if you opt 
to have this procedure, you’re much 
more likely to have your Barrett’s 
diagnosed than if you don’t opt to 
have it,” said Stephen J. Meltzer, MD, 
professor of medicine and oncol-
ogy at Johns Hopkins University, 
Baltimore, who was approached for 
comment. 

Collection of cells
Dr. Meltzer was senior author of a
case-control study published in 2019 
in Clinical Cancer Research that de-
scribed use of a similar device. That 
device, called EsophaCap, uses a 
“methylation on bead” technique to 
collect DNA on a swallowed sponge. 
The DNA is then extracted from the 
sponge and analyzed with a methyla-
tion biomarker panel.

Like the EsophaCap device, the 
Cytosponge-TFF3 device consists of 
a compressed, gelatin-coated collec-
tion sponge attached to a thread. The 
patient swallows the device. After the 
gelatin dissolves and the sponge ex-
pands, it is gently withdrawn through 
the esophagus, picking up cells as it 
passes through.

The collected cells are then an-
alyzed with an in vitro test for 
biomarker trefoil factor 3 (TFF3), a 
sign of intestinal metaplasia that is a 
histopathologic hallmark of Barrett’s 
esophagus, the authors explained.

Cytosponge-TFF3 study
The study by Dr. Fitzgerald and col-
leagues was conducted in patients 
aged 50 years and older taking med-
ications for gastroesophageal reflux 
(GER) for more than 6 months. The 
patients were undergoing treatment 
at 109 general practice clinics in En-
gland. They had not undergone en-
doscopy within the previous 5 years.

The study was randomized at both 
the clinic level (cluster random-
ization) and the individual patient 
level. Patients were assigned to ei-

ther standard management of GER, 
with endoscopies performed only if 
recommended by the practitioner, 
or to the intervention group, where 
individuals received usual care and 

were offered the Cytosponge-TFF3 
procedure. Those patients whose 
samples yielded TFF3-positive cells 
subsequently underwent endoscopy.

Among 6,834 patients assigned to 
the intervention group, 2,679 (39%) 
expressed willingness to undergo 
the Cytosponge-TFF3 procedure. Of 
this group, 1,750 patients met all of 
the eligibility criteria on telephone 
screening and underwent the pro-
cedure.

The large majority of patients 
(95%) who agreed to undergo the 
procedure were able to swallow the 
capsule and the attached thread.

Patients in the intervention group 
who declined the Cytosponge-TFF3 
and all patients assigned to the usu-
al-care arm underwent endoscopy 
only at the recommendation of their 
primary practitioner.

During a mean follow-up of 12 
months, 140 of the 6,834 patients in 
the intervention group (2%) were 

diagnosed with Barrett’s esophagus, 
compared with 13 of 6,388 patients 
in the usual-care group (0.2%). 
The absolute difference per 1,000 
person-years, the trial’s primary 
endpoint, was 18.3. The rate ratio ad-
justed for cluster randomization was 
10.6 (P < .001).

A total of four patients in the in-
tervention group were diagnosed 
with dysplastic Barrett’s esophagus, 
and five were diagnosed with stage I 
esophagogastric cancer. No patients 
in the usual-care group were diag-
nosed with either condition.

Of the 1,654 patients in the in-
tervention group who opted for the 
Cytosponge device and swallowed it 
successfully, 221 underwent endos-
copy after testing positive for TFF3. 
Of these patients, 131 (59%) were di-
agnosed with either Barrett’s esopha-
gus or cancer.

The most common adverse event 
with the Cytosponge procedure was 
sore throat, reported by 4% of those 
who opted for it. 

The study was funded by Cancer 
Research UK, the U.K. National In-
stitute for Health Research, the U.K. 
National Health Service, Medtronic, 
and the Medical Research Council. 
Dr. Fitzgerald is named on patents 
related to the Cytosponge-TFF3 test. 
Dr. Meltzer has cofounded a company, 
Capsulomics, to commercialize the 
methylation biomarker panel used in 
EsophaCap studies. 

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

 CLINICAL CHALLENGES AND IMAGES
Answer to “What is your diagnosis?” on
page 14: Capillaria hepatica Infection.

The liver parenchyma shows spindle-shaped
eosinophilic eggs surrounded by eosinophil-

ic inflammatory infiltrates and epithelioid gran-
uloma (Figure A, original magnification ×200). 
Figure B shows spindle-shaped eosinophilic 
eggs with shells, radial striations, and visible 
polar body, containing granular eosinophilic 
debris (original magnification ×1,000), consis-
tent with Capillaria hepatica. Figure C reveals 
crescent-shaped, degenerated adult worms of C. 
hepatica showing longitudinal bacillary bands, 
vacuolated intestine, and convoluted gonads 
surrounded by intense eosinophilic inflamma-
tion in liver parenchyma (original magnification 
×400). The outer cuticle is not appreciated be-
cause the worms are degenerated.

A review of history revealed that the child 

played with stray cats and had pica. He was giv-
en 10 mg/kg of oral albendazole for 16 weeks 
and 1 mg/kg of oral prednisolone for the first 
2 weeks to prevent paradoxical inflammatory 
response. Thereafter, prednisolone was tapered 
and stopped. Pyrexia, liver size, AEC, and liver 
enzymes normalized at 24 hours, 72 hours, 
4 months, and 5 months, respectively. At 12 
months of follow-up, the child is asymptomatic.

Capillaria hepatica is a rare nematodal inva-
sive parasitosis where humans are the dead-end 
host; the main lifecycle occurs between rodents 
and their predators. Adult worms live, mate, and 
lay noninfective unembryonated eggs in rodent 
livers. Embryogenesis occurs only after contact 
with the soil in two settings: 1) the rodent is 
eaten by the predator and the unembryonated 
eggs are released in the predator’s feces or 2) 
carcass disintegration after natural death of the 
rodent. Humans incidentally ingest the infective 
embryonated eggs by soil to mouth transmission. 
They hatch in the human intestine, and the larvae 

migrate through the portal vein into the liver 
where they mature into adult worms. In the liver, 
the cycle continues with the adult worms mating 
and laying eggs. This elicits intense inflammation 
with systemic symptoms.1 In the index case, we
hypothesize that the toddler with pica would 
have come in contact with soil in the vicinity of 
the stray cats. This soil would have initially con-
tained the feline feces with unembryonated eggs 
that later underwent embryogenesis. The triad of 
fever, hepatomegaly, and eosinophilia is the hall-
mark and characteristic liver histology clinches 
the diagnosis. Duration of anthelminthic therapy 
should be guided by AEC response.2,3

References
1. Wright KA. Observation on the life cycle of Capillaria hepatica with a
description of the adult. Can J Zool. 1961;39:167-82.
2. Berger T et al. Hepatic capillariasis in a 1-year-old child. Eur J Pedi-
atr. 1990;149:333-633.
3. Choe G et al. Hepatic capillariasis: first case report in the Republic of 
Korea. Am J Trop Med Hyg. 1993;48:610-25.
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The diagnosis

AGA Resource
Help your patients better un-
derstand the risks, testing, and 
treatment options for Barrett’s 
esophagus by sharing education 
from the AGA GI Patient Center 
at http://ow.ly/p9hU30r4oya.
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BRIEF SUMMARY OF PRESCRIBING INFORMATION
TALICIA® (omeprazole magnesium, amoxicillin and rifabutin) delayed-release capsules, for oral use
1 INDICATIONS AND USAGE
1.1 Helicobacter pylori Infection TALICIA is indicated for the treatment of Helicobacter pylori infection 
in adults.
1.2 Usage To reduce the development of drug-resistant bacteria and maintain the effectiveness of TALICIA 
and other antibacterial drugs, TALICIA should be used only to treat or prevent infections that are proven or 
strongly suspected to be caused by susceptible bacteria. When culture and susceptibility information are 
available, they should be considered in selecting or modifying antibacterial therapy. In the absence of such 
data, local epidemiology and susceptibility patterns may contribute to the empiric selection of therapy.
2 DOSAGE AND ADMINISTRATION
Administer four (4) TALICIA capsules every 8 hours for 14 days with food. Instruct patients to swallow the 
TALICIA capsules whole, with a full glass of water (8 ounces). Each dose (4 capsules) of TALICIA includes 
rifabutin 50 mg, amoxicillin 1,000 mg and omeprazole 40 mg. Do not crush or chew TALICIA capsules. Do 
not take TALICIA with alcohol.
If a dose is missed, patients should continue the normal dosing schedule until the medication is completed.
Do not take two doses at one time to make up for a missed dose.
4 CONTRAINDICATIONS
4.1 Hypersensitivity Reactions TALICIA is contraindicated in patients with known hypersensitivity 
to the components of TALICIA: amoxicillin [or other ß-lactam antibacterial drugs (e.g., penicillins 
and cephalosporins)], omeprazole (or other benzimidazoles [e.g. proton pump inhibitors (PPIs) and 
anthelmintics]), rifabutin (or any other rifamycins), or to any other component of TALICIA. Hypersensitivity 
reactions may include anaphylaxis or Stevens Johnson Syndrome, anaphylactic shock, angioedema,
bronchospasm, interstitial nephritis, rash and urticaria [see Warnings and Precautions (5.1), Adverse 
Reactions (6.1)].
4.2 Rilpivirine-containing Products Proton pump inhibitors (PPIs), including omeprazole (a component 
of TALICIA), are contraindicated in patients receiving rilpivirine-containing products [see Drug Interactions 
(7.1)].
4.3 Delavirdine The use of rifabutin (a component of TALICIA), is contraindicated in patients receiving 
delavirdine [see Drug Interactions (7.1)].
4.4 Voriconazole The use of rifabutin (a component of TALICIA), is contraindicated in patients receiving 
voriconazole [see Drug Interactions (7.1)].
5 WARNINGS AND PRECAUTIONS
5.1 Hypersensitivity Reactions Serious and fatal hypersensitivity reactions, e.g. anaphylaxis, angioedema,
erythema multiforme, Stevens-Johnson syndrome, exfoliative dermatitis, toxic epidermal necrolysis, acute 
generalized exanthematous pustulosis, hypersensitivity vasculitis, interstitial nephritis, and serum sickness 
have been reported with the components of TALICIA: omeprazole, amoxicillin and rifabutin.
Signs and symptoms of these reactions may include hypotension, urticaria, angioedema, acute 
bronchospasm, conjunctivitis, thrombocytopenia, neutropenia or flu-like syndrome (weakness, fatigue,
muscle pain, nausea, vomiting, headache, fever, chills, aches, rash, itching, sweats, dizziness, shortness of 
breath, chest pain, cough, syncope, palpitations).
There have been reports of individuals with a history of penicillin hypersensitivity who have experienced 
severe reactions when treated with cephalosporins.
Before initiating therapy with TALICIA, inquire about history of hypersensitivity reactions to penicillins,
cephalosporins, rifamycins, or PPIs. Discontinue TALICIA and institute immediate therapy, if hypersensitivity 
reactions occur.
5.2 Clostridioides difficile-Associated Diarrhea Clostridioides difficile-associated diarrhea (CDAD) has 
been reported with use of omeprazole, a component of TALICIA and nearly all antibacterial agents, including 
amoxicillin and rifabutin, which are components of TALICIA and may range in severity from mild diarrhea to 
fatal colitis. Treatment with antibacterial agents alters the normal flora of the colon leading to overgrowth 
of C. difficile.
CDAD must be considered in all patients who present with diarrhea following proton pump inhibitor and 
or antibacterial use. Careful medical history is necessary since CDAD has been reported to occur over two 
months after the administration of antibacterial agents.
If CDAD is confirmed, TALICIA should be discontinued. Appropriate fluid and electrolyte management,
protein supplementation, antibacterial drug treatment of C. difficile, and surgical evaluation should be 
instituted as clinically indicated.
5.3 Reduced Efficacy of Hormonal Contraceptives TALICIA may reduce the efficacy of hormonal 
contraceptives. Therefore, an additional non-hormonal highly effective method of contraception should be 
used while taking TALICIA [see Drug Interactions (7.1)].
5.4 Acute Interstitial Nephritis Acute interstitial nephritis (AIN) has been observed in patients taking 
PPIs including omeprazole as well as in patients taking penicillins such as amoxicillin, a component of 
TALICIA. Acute interstitial nephritis may occur at any point during PPI therapy and is generally attributed to 
an idiopathic hypersensitivity reaction. Discontinue TALICIA if AIN develops [see Contraindications (4.1)].
5.5 Risk of Adverse Reactions or Loss of Efficacy Due to Drug Interactions Components of 
TALICIA have the potential for clinically important drug interactions [see Contraindications (4) and Drug 
Interactions (7)].
Avoid concomitant use of TALICIA with other CYP2C19 or CYP3A4 inducers (e.g. St. John’s Wort, rifampin) 
as they can substantially decrease omeprazole concentrations. Avoid concomitant use of TALICIA with 
CYP2C19 and/or CYP3A4 inhibitors (e.g. fluconazole, itraconazole) as it may significantly increase the 
plasma concentration of component (s) of TALICIA. Depending on the protease inhibitor, the concomitant 
use of TALICIA should be avoided (e.g. amprenavir, indinavir) or dose adjustments for a concomitantly 
administered protease inhibitor(s) may be required. Concomitant use of PPIs with methotrexate (primarily 
at high dose) may elevate and prolong serum levels of methotrexate and/or its metabolite, possibly leading 
to methotrexate toxicities. Avoid TALICIA in patients on high-dose methotrexate. Concomitant use of 
clopidogrel and omeprazole reduces the pharmacological activity of clopidogrel. Avoid TALICIA in patients 
on clopidogrel. When using TALICIA, consider alternative anti-platelet therapy [see Drug Interactions (7)].
5.6 Cutaneous and Systemic Lupus Erythematosus Cutaneous lupus erythematosus (CLE) and systemic 
lupus erythematosus (SLE) have been reported in patients taking PPIs, including omeprazole. These events 
have occurred as both new onset and an exacerbation of existing autoimmune disease. The majority of 
PPI-induced lupus erythematosus cases were CLE. If signs or symptoms consistent with CLE or SLE 
develop in patients receiving TALICIA, discontinue the drug and evaluate as appropriate.
5.7 Rash in Patients with Mononucleosis A high percentage of patients with mononucleosis who 
receive amoxicillin develop an erythematous skin rash. Avoid TALICIA in patients with mononucleosis.
5.8 Uveitis Due to the possible occurrence of uveitis, patients should be carefully monitored when 
rifabutin, a component of TALICIA, is given in combination with clarithromycin (or other macrolides) and/or 
fluconazole and related compounds. If uveitis is suspected, refer for an ophthalmologic evaluation and, if 
considered necessary, suspend treatment with rifabutin [see Adverse Reactions (6.2)].
5.9 Interactions with Diagnostic Investigations for Neuroendocrine Tumors Serum chromogranin A 
(CgA) levels increase secondary to drug-induced decreases in gastric acidity. The increased CgA level may 
cause false positive results in diagnostic investigations for neuroendocrine tumors. Assess CgA levels at 
least 14 days after TALICIA treatment and consider repeating the test if initial CgA levels are high [see Drug 
Interactions (7)].
5.10 Development of Drug-Resistant Bacteria Prescribing TALICIA either in the absence of a proven 
or strongly suspected bacterial infection or a prophylactic indication is unlikely to provide benefit to the 

patient and increases the risk of the development of drug-resistant bacteria.
6 ADVERSE REACTIONS
The following serious adverse reactions are described below and elsewhere in labeling:

• Hypersensitivity Reactions [see Warnings and Precautions (5.1)]
 • Clostridioides difficile-Associated Diarrhea [see Warnings and Precautions (5.2)]

• Acute Interstitial Nephritis [see Warnings and Precautions (5.4)]
• Cutaneous and Systemic Lupus Erythematosus [see Warnings and Precautions (5.6)]
• Rash in Patients with Mononucleosis [see Warnings and Precautions (5.7)]
• Uveitis [see Warnings and Precautions (5.8)]

6.1 Clinical Trials Experience with TALICIA Because clinical trials are conducted under widely varying 
conditions, adverse reaction rates observed in the clinical trials of a drug cannot be directly compared to 
rates in the clinical trials of another drug and may not reflect the rates observed in practice.
The safety of TALICIA was assessed in adult patients who were screened and found to be positive for 
H. pylori infection in one active-controlled (Study 1) and one placebo-controlled (Study 2) clinical trial.
Patients received TALICIA, amoxicillin and omeprazole, or placebo every eight hours for 14 consecutive 
days taken with food. A total of 305 patients received TALICIA in Studies 1 and 2, 227 patients received 
amoxicillin and omeprazole (as omeprazole magnesium) in Study 1, and 41 patients received placebo in 
Study 2. These patients had a mean age of 46.4 years (range 18 to 70 years); 62.3% were female, 80.3% 
were white with 64.2% Hispanic or Latino.
Adverse Reactions Leading to Discontinuation
Treatment discontinuation due to an adverse reaction occurred in 1% (4/305) of patients receiving TALICIA,
<1% (1/227) of patients receiving amoxicillin and omeprazole, and 2% (1/41) of patients receiving 
placebo. Adverse reactions leading to discontinuation of TALICIA were nausea and vomiting, nausea, nasal 
congestion, and nasopharyngitis, in one patient each.
Most Common Adverse Reactions
Selected adverse reactions occurring in ≥1% of patients receiving TALICIA in Study 1 and 2 are described 
in Table 1.
Table 1:  Selected Adverse Reactions Occurring in 1% or Greater of Patients Receiving TALICIA in 

Studies 1 and 2

Adverse Reaction

Study 1 Study 2

TALICIA  
(N=228) 

n (%)

Amoxicillin 
and 

Omeprazole  
(N=227)  

n (%)

TALICIA 
(N=77) 
n (%)

Placebo 
(N=41) 
n (%)

Diarrhea 23 (10.1) 18 (7.9) 11 (14.3) 4 (9.8)
Headachea 17 (7.5) 16 (7.0) 12 (15.6) 4 (9.8)
Nausea 11 (4.8) 12 (5.3) 3 (3.9) 1 (2.4)
Abdominal painb 8 (3.5) 11 (4.8) 3 (3.9) 2 (4.9)
Chromaturiac 0 0 10 (13.0) 1 (2.4)
Rashd 6 (2.6) 2 (0.9) 4 (5.2) 0
Dyspepsiae 5 (2.2) 3 (1.3) 1 (1.3) 0
Vomiting 5 (2.2) 5 (2.2) 1 (1.3) 2 (4.9)
Oropharyngeal pain 2 (0.9) 2 (0.9) 3 (3.9) 0
Vulvovaginal candidiasisf 5 (2.2) 5 (2.2) 0 0

a Headache includes: headache and migraine.
b Abdominal pain includes: abdominal pain, abdominal pain upper, and abdominal pain lower.
c Riboflavin was administered in Study 1 to prevent unintentional unblinding and may have contributed to 
under-reporting of chromaturia.

d Rash includes: rash, rash maculo-papular, rash morbilliform, and urticaria.
e Dyspepsia includes: dyspepsia and epigastric discomfort.
f Vulvovaginal candidiasis includes: vulvovaginal candidiasis, vulvovaginal mycotic infection, fungal 
infection, and vaginal discharge + vulvovaginal burning sensation + vulvovaginal pruritus.

6.2 Other Important Adverse Reactions from the Labeling of the Individual Components of TALICIA 
Additional adverse reactions that occurred in 1% or greater of patients treated with omeprazole or rifabutin 
alone in clinical trials were as follows:
Omeprazole Flatulence, acid regurgitation, upper respiratory infection, constipation, dizziness, asthenia, back 
pain, and cough.
Rifabutin Flatulence, asthenia, chest pain, fever, pain, leucopenia, anemia, anorexia, eructation, myalgia,
insomnia, and taste perversion.
The following selected adverse reactions occurred in less than 1% of patients treated with rifabutin alone:
flu-like syndrome, hepatitis, hemolysis, arthralgia, myositis, dyspnea, skin discoloration, thrombocytopenia,
pancytopenia, and jaundice.
6.3 Post-Marketing Experience with Components of TALICIA Because these reactions are voluntarily 
reported from a population of uncertain size, it is not always possible to reliably estimate their actual 
frequency or establish a causal relationship to drug exposure.
Omeprazole
Cardiovascular: angina, tachycardia, bradycardia, palpitations, elevated blood pressure, peripheral edema
Endocrine: gynecomastia
Gastrointestinal: pancreatitis including fatal pancreatitis, anorexia, irritable colon, fecal discoloration,
mucosal atrophy of the tongue, stomatitis, abdominal swelling, dry mouth, microscopic colitis, fundic gland 
polyps, gastroduodenal carcinoids in patients with Zollinger-Ellison syndrome on long-term treatment as a 
manifestation of the underlying condition associated with such tumors
Hepatic: fatal hepatic failure or necrosis, hepatic encephalopathy, hepatocellular disease, cholestatic 
disease, mixed hepatitis, jaundice
Metabolism and Nutritional disorders: hypoglycemia, hypomagnesemia, with or without hypocalcemia 
and/or hypokalemia, hyponatremia, weight gain
Musculoskeletal: muscle weakness, myalgia, muscle cramps, joint pain, leg pain, bone fracture.
Nervous System/Psychiatric: depression, agitation, aggression, hallucinations, confusion, insomnia,
nervousness, apathy, somnolence, anxiety, dream abnormalities, tremors, paresthesia, vertigo
Respiratory: epistaxis
Skin: photosensitivity, urticaria, pruritus, petechiae, purpura, alopecia, dry skin, hyperhidrosis
Special Senses: tinnitus, taste perversion
Ocular: optic atrophy, optic neuritis, dry eye syndrome, ocular irritation, blurred vision, double vision
Urogenital: hematuria, proteinuria, elevated serum creatinine, microscopic pyuria, urinary tract infection,
glycosuria, urinary frequency, testicular pain
Hematologic: Agranulocytosis, hemolytic anemia, pancytopenia, neutropenia, anemia, thrombocytopenia,
leukopenia, leukocytosis
Amoxicillin
Gastrointestinal: black hairy tongue
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� IBD AND INTESTINAL DISORDERS

AGA releases iron-de�ciency anemia GI guideline
BY WILL PASS

MDedge News

The American Gastroentero-
logical Association (AGA) has 
released a clinical practice 

guideline for gastrointestinal evalua-
tion of iron-deficiency anemia.

The seven recommendations aim 
to improve quality of care and re-
duce practice variability, according 
to lead author Cynthia W. Ko, MD, of 
the University of Washington, Seat-
tle, and four copanelists.

First, the panel recommended 
that iron deficiency be defined by a 
serum ferritin level less than 45 ng/
mL, instead of 15 ng/mL. Data from 
55 studies showed that the higher 
cutoff value had a sensitivity of 85% 
and a specificity of 92%, compared 
with respective values of 59% and 
99% for the lower threshold. 

“Optimizing the threshold ferritin 
level with high sensitivity will detect 
the great majority of patients who 
are truly iron deficient, minimize 
delays in diagnostic workup, and 
minimize the number of patients in 
whom serious underlying etiologies 
such as gastrointestinal malignan-

cy might be missed,” the panelists 
wrote. The guideline was published 
in Gastroenterology.

For asymptomatic postmeno-
pausal women and men with 
iron-deficiency anemia, the panel 
recommended bidirectional endos-
copy instead of no endoscopy. A sim-
ilar recommendation was given for 
premenopausal women, calling for 
bidirectional endoscopy instead of 
iron-replacement therapy alone. 

Dr. Ko and colleagues noted that 
these recommendations differ from 
those issued by the British Society of 
Gastroenterology (BSG). 

For postmenopausal women 
and men, the BSG suggests that 
symptoms and local availability of 
endoscopy should inform diagnostic 
work-up, with either colonoscopy 
or CT colonography used for assess-
ment. The BSG recommends against 
bidirectional endoscopy in premeno-
pausal women, unless they are older 
than 50 years, have a family history 
of colorectal cancer, or show symp-
toms of gastrointestinal disease. 

When bidirectional endoscopy 
does not reveal an etiology, the pan-
elists recommended noninvasive 

testing for Helicobacter pylori.
“An association between H. pylori 

infection and iron deficiency has 
been demonstrated in observational 
studies,” noted Dr. Ko and colleagues. 

They also cited three randomized 
controlled trials in which treating 
patients with iron-deficiency anemia 
for Helicobacter pylori infection in 
combination with iron-replacement 
therapy led to a 23.2-ng/mL mean 
improvement in serum ferritin, com-
pared with patients who received 
iron-replacement therapy alone.

According to the guideline, if 
asymp tomatic patients with neg-
ative bidirectional endoscopy are 
also negative for H. pylori, then they 
should receive trial iron supplemen-
tation, instead of undergoing video 
capsule endoscopy.

Dr. Ko and colleagues also recom-
mended against routine gastric biop-
sies to diagnose autoimmune atrophic 
gastritis, as earlier diagnosis does not 
appear to affect outcomes or manage-
ment of iron-deficiency anemia.

Finally, the panelists recommend-
ed that asymptomatic patients with 
iron-deficiency anemia and suspect-
ed celiac disease undergo serologic 

testing first, with small-bowel biopsy 
performed only if testing is positive. 

The only two strong recommen-
dations in the guideline are for the 
ferritin cutoff value and the use of 
bidirectional endoscopy in men and 
postmenopausal women. The other 
five recommendations are condition-
al, three of which are based on very 
low-quality evidence. As such, the 
guideline includes a discussion of re-
search needs.

Dr. Ko and colleagues called for 
more studies investigating the prev-
alence of gastrointestinal lesions and 
risks of bidirectional endoscopy in 
premenopausal women, role of fecal 
occult blood testing, timing of sero-
logic testing for H. pylori and celiac 
disease in relation to endoscopy,  
comparative efficacy of small-bowel 
visualization techniques, and other 
topics. 

The investigators disclosed no con-
flicts of interest. The guideline was 
funded by the AGA Institute. 

ginews@gastro.org

SOURCE: Ko CW et al. Gastroenterology.
2020. https://doi.org/10.1053/j.gas-
tro.2020.06.046
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The underlying cause of chronic idiopathic 
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�OBESITY

Prioritize bariatric 
surgery during pandemic 

BY MIRIAM E. TUCKER

The American Society for Met-
abolic & Bariatric Surgery 
(ASMBS) has issued a state-

ment declaring that obesity sur-
gery is not elective and should be 
resumed as soon as it’s safe to do 
so during the COVID-19 pandemic. 

The ASMBS statement, “Safer 
Through Surgery,” was published 
online in Surgery for Obesity and 
Related Diseases by the ASMBS ex-
ecutive committee.

It is a reaction to the fact that 
some U.S. states have placed met-
abolic and bariatric surgery in 
the same low-priority category as 
cosmetic surgery as examples of 
“elective” procedures that should 
be among the last to be restarted 
when pandemic restrictions are 
eased.

Rather, ASMBS argues, although 
obesity surgery must be postponed 
along with other nonemergency 
procedures when surges in the nov-
el coronavirus make them unsafe, 
such operations should be resumed 
as soon as possible along with oth-
er medically necessary procedures.

“Metabolic and bariatric surgery 
is NOT elective. Metabolic and 
bariatric surgery is medically nec-
essary and the best treatment for 
those with the life-threatening and 
life-limiting disease of severe obesi-
ty,” the statement says.

And obesity itself is a major risk 
factor for worse COVID-19 outcomes, 
ASMBS President Matt Hutter, MD, 
said in an interview, noting that indi-
viduals with obesity are “more likely 
to be in [intensive care units].”

“Mortality rates are higher, even 
in young patients. And [obesity] is 
associated with other comorbidities 
including diabetes and heart dis-
ease.”

Because the pandemic may be 
around for a while, “If we can make 
people [with obesity] safer ... be-
cause they’ve had surgery ... they 
may be better off,” should they get 
COVID-19 later, he pointed out.

Dr. Hutter noted that the ASMBS re-
corded a series of webinars, archived 
on the society’s website, with panels 
discussing in-depth issues to con-
sider in prioritizing patients when 
restarting metabolic and bariatric 
surgery.

There are some differences of 
opinion, such as whether the sickest 

patients should be the first to have 
the surgeries upon reopening, or 
whether those individuals might be 
worse off if they contract COVID-19 
in the perioperative setting.

“I don’t think there’s a right or 
wrong answer, but I think we have 
to figure out what’s right for the in-
dividual patient, considering their 
specific risks of having versus not 
having surgery, of waiting 1 month, 
2 months, or 6 months. One thing we 
do know is that obesity is a signifi-
cant disease.”

‘Before, during, and after
COVID, obesity itself
remains an epidemic’
Asked to comment on the ASMBS
stance, Obesity Society president 
Lee M. Kaplan, MD, PhD, AGAF, said 
in an interview.

“We do not fully understand which 
aspects of obesity pathophysiology ... 
are most responsible for the adverse 
COVID-19 outcomes, nor do we 
know the degree to which reduced 
access to care, social isolation, and 
other social and environmental de-
terminants of health disproportion-
ately affect COVID-19 patients with 
obesity,” he noted.

Nonetheless, Dr. Kaplan said, 
“the extended COVID-19 pandem-
ic underscores the importance of 
increasing, not diminishing, our 
commitment to understanding and 
treating obesity, using all available, 
evidence-based therapies, including 
lifestyle modification, antiobesity 
medications, bariatric surgery, and 
combinations thereof.”

“Before, during, and after COVID, 
obesity itself remains an epidemic. 
Its high global prevalence, increasing 
severity, and profound impact on all 
aspects of health and disease require 
that it be addressed more universally 
within the health care system, with 
the same commitment afforded to 
other chronic diseases.”

Dr. Hutter reported receiving hon-
oraria from Ethicon and Medtronic, 
and is a consultant for Vicarious 
Surgical and Sigilon Therapeutics. Dr. 
Kaplan has reported consulting for 
Boehringer Ingelheim, Fractyl, Gele-
sis, GI Dynamics, Johnson & Johnson, 
Novo Nordisk, Pfizer, Rhythm Phar-
maceuticals, the National Institutes of 
Health, and the Department of State.

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

AGA Clinician’s 
Companion

Too busy to sift through AGA journals? We identify 
the most impactful articles from Gastroenterology and 
Clinical Gastroenterology and Hepatology (CGH), and 
highlight key points for clinical utility that will transform 
how you provide patient care.

Everywhere you need to be

Read it at home, in the clinic or on the go. 
Subscribe today at agau.gastro.org.

PUB20-012

15_16_22_23_GIHEP20_9.indd  23 8/25/20  3:37 PM



24 September 2020 / GI & Hepatology News

BY MARWAN GHABRIL, MD, AGAF

Nonselective beta-blockers
are a cornerstone in the 
primary and secondary 

prophylaxis of variceal bleeding 
in patients with cirrhosis and 

clinically sig-
nificant portal 
hypertension. 
However, the 
safety of their 
use in patients 
with advanced 
decompen-
sation, and 
particularly 
in refractory 
ascites, has 

been called into question because 
of increased mortality. Multiple 
studies with differing designs 
offer contradictory accounts of 
benefit or risk with nonselective 
beta-blocker use in advanced 
decompensation. The complex 
interactions of splanchnic and 
systemic hemodynamics with 
increasing sympathetic activa-
tion, compensatory cardiac con-
tractility, and effective arterial 
hypovolemia with vital organ 
hypoperfusion characterize the 
hyperdynamic state in advanced 
decompensation. It provides a ra-
tional framework for an initially 

protective role for nonselective 
beta-blockers. However, recogniz-
ing limitations of cardiac reserve 
over time, it also demonstrates 
the detrimental impact of nonse-
lective beta-blockers on systemic 
hemodynamics. Impaired global 
cardiac function is associated 
with refractory ascites and may 
identify patients with advanced 
ascites using nonselective beta- 

blockers at risk for increased 
mortality and acute kidney inju-
ry. As liver disease progresses, 
so does the risk associated with 
nonselective beta-blockers, al-
though we lack definitive features 
at the bedside to define when 
such risk is prohibitive. In the 
absence of randomized trials, 
caution is reasonable given the 
shifting risk profile of nonselec-
tive beta-blockers.

Dr. Ghabril is a gastroenterologist 
with the Indiana University, India-
napolis. He has no conflicts.

�PERSPECTIVES

Should beta-blockers be used in portal hypertension?

Dear colleagues and friends,

Thank you for your continued support of the Per-
spectives debates. In this edition, Dr. Guadalupe Gar-

cia-Tsao and Dr. Marwan Ghabril discuss the rationale 
for and against beta-blocker therapy in portal hyperten-
sion, and ultimately highlight the nuances required for 
appropriate decision-making. This topic invariably gen-
erates controversy and debate, and is broadly relevant 
to general GI and hepatology practices. I hope you will 
find it as informative as I did, and I welcome your com-
ments and suggestions for future topics at ginews@gastro.org. 

Charles J. Kahi, MD, MS, AGAF, professor of medicine, Indiana University,  
Indianapolis. He is also an associate editor for GI & Hepatology News.

Dr. Kahi

Beta-blockers in portal 
hypertension – Yes!

Can be a double-edged blade 
too dangerous to wield

BY GUADALUPE GARCIA-TSAO, MD

Portal hypertension is the
main driver of the compli-
cations of cirrhosis. Non-

selective beta-blockers reduce 
portal pressure and, by doing so, 
reduce the risk of developing de-
compensation (in patients with 
compensated cirrhosis) and fur-
ther decompensation and death 
(in patients with decompensated 
cirrhosis). Patients who develop 
hypotension while on nonselec-
tive beta-blockers should have the 
dose reduced or discontinued. If 
there is a precipitant for hypoten-
sion (e.g., infection), nonselective 

beta-blockers 
can be tem-
porarily dis-
continued and 
reinitiated once 
blood pressure 
is at baseline.

Dr. Garcia-Tsao 
is professor of 
medicine, di-

gestive diseases; chief, digestive dis-
eases, Veterans Affairs Connecticut 
Healthcare System; director, clinical 
and translational core, Yale Liver 
Center; program director, VA Con-
necticut Hepatitis C Resource Center, 
New Haven. She has no conflicts.

Dr. Garcia-Tsao

Dr. Ghabril

Read more!
Please find full-length ver-
sions of these debates online 
at MDedge.com/ 
gihepnews/perspectives. 

�COVID-19 ROUNDUP

Prolonged recovery times for some, rapid drop  
in antibodies after mild cases

BY LUCAS FRANKI
MDedge News

One-third of outpatients with
COVID-19 are unwell weeks later
A recovery time longer than 3 weeks is common
in patients with COVID-19, even when they are 
younger, new research suggests.

In a survey of 274 patients who had tested pos-
itive for the disease, just over one-third reported 
that they had not returned to normal health 21 
days after receiving positive test results. While 
delayed recovery was most common in adults 
older than 50 years, one-quarter of respondents 
aged 18-34 years and one-third of those aged 35-
49 years also reported delayed recovery.

Kyle Annen, DO, of the University of Colorado 

at Denver, Aurora, noted that the study results 
“should impact the perception of this being a 
mild illness in the young adult population and 
encourage them to comply with recommenda-
tions of social distancing, masking, and hand 
washing.” She also noted that psychiatric comor-
bidities were significantly associated with pro-
longed recovery.

Rapid drop of antibodies seen
in those with mild COVID-19
The number of antibodies seen in patients with
mild COVID-19, the most common form of the 
disease, appears to drop by half after 36 days, 
according to a new study.

The research, performed on 34 adults who had 
recovered from COVID-19, supports the conclu-

sion of a study done in China that also found that 
antibodies for the disease can fade quickly. How-
ever, this does come with some caveats, according 
to study coauthor Otto Yang, MD, as the antibod-
ies may not actually be preventing reinfection, 
and that, even if they do, current tests may not be 
measuring antibodies in the correct way.

The results have implications for herd immu-
nity, as a short protection period means that 
herd immunity will be nearly impossible to 
achieve. The window that convalescent plasma 
can be used to treat currently ill patients is nar-
rowed as well.

Frontline associate editor Lucas Franki com-
piled this column from reports first published 
on MDedge.com and Medscape.com.
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vey was conducted from August to
November 2015.

Overall, 91 program directors 
(40%) reported a curriculum in 
health disparities, but only 16 of 
them described the quality of their 
education as very good or excellent. 
In 56% of the programs, outcomes 
were not measured. 

A majority (90%) of the programs 
included racial/ethnic diversity and 
socioeconomic status in their curric-
ula, 58% included information about 
limited English proficiency, and 53% 
included information about gender 
identity and sexual orientation. 

Reported barriers to curriculum 
development in 132 programs that 
did not have a health disparities 
curriculum included lack of time in 
the current curriculum, insufficient 
faculty skill to teach the topic, lack of 
institutional support, and lack of fac-
ulty interest, the researchers noted.  

A total of 13,251 residents (70%) 
reported receiving some training in 
caring for patients at risk for health 

disparities over 3 years of training, 
and 10,494 (80%) of these rated the 
quality as very good or excellent. 
“Residents who cared for a larger 
proportion of underserved patients 
perceived that they received health 
disparities training at a higher rate,” 
the researchers wrote. However, in-
creased care of at-risk populations 
does not necessarily translate into 
increased knowledge and skills. “Our 
finding that residents’ rating of the 
quality of their training was not as-
sociated with the presence of a cur-
riculum in health disparities in their 
program also raises a concern that 
perceptions may overestimate the ac-
quisition of needed skills,” they added.

The major limitation of the study 
was “that residents were not asked 
directly if they were exposed to a 
curriculum in health disparities but 
rather if they received training in 
the care of patients who would be at 
risk, which raises the concern that 
we cannot distinguish between their 
recognition of a formal and informal 

curriculum,” the researchers noted. 
However, the results were strength-

ened by the large and comprehensive 
study population, and highlight not 
only the need for standardized health 
disparities curricula, but also the 
need for research to determine the 
most effective domains for such cur-
ricula in graduate medical education, 
they emphasized. 

The surveys were conducted in 
2015 and the comparative work in 
2018, prior to the COVID-19 pandem-
ic and the subsequent increased con-
cerns about disparities in health care, 
Dr. Dupras said in an interview. 

“We conducted the survey because 
we recognized that health disparities 
were still prevalent in our society de-
spite calls to improve the education 
of our learners to address them. We 
wanted to determine what our pro-
grams were providing for educational 
curriculum and what our learners 
were experiencing,” she said. 

“One of the challenges in interpret-
ing our results is inherent in studies 
that rely on surveys. We cannot know 
how those filling out the surveys 
interpret the questions,” said Dr. 

Dupras. The study results yield sever-
al messages. 

“First, residency training programs 
have opportunities to do a better job 
in developing educational opportu-
nities related to health disparities; 
second, residents learn in the context 
of care and we must optimize educa-
tion around these experiences; third, 
every patient is different. It is time to 
move towards cultural humility, since 
the risk for disparities is not associ-
ated with one patient characteristic, 
but composed of multiple factors,” 
she said.

“Given that 5 years has passed 
since our original survey, it would 
be important to repeat the survey 
and consider expanding it to include 
other training programs that pro-
vide frontline care, such as family 
medicine and pediatrics,” Dr. Dupras 
noted.  

Dr. Dupras and colleagues had no 
financial conflicts to disclose. 

ginews@gastro.org

SOURCE: Dupras DM et al. JAMA Netw Open.
2020 Aug 10. doi: 10.1001/jamanetworko-
pen.2020.12757.
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PROFESSIONAL OPPORTUNITIES

C L A S S I F I E D S
Also available at MedJobNetwork.com

Exciting Opportunity for Gastroenterologists in the Land of Enchantment 
San Juan Regional Medical Center in Farmington, New Mexico is recruiting Gastroenterologists to provide both outpatient and 
inpatient services. This opportunity not only brings with it a great place to live, but it offers a caring team committed to offering 
personalized, compassionate care. 

Interested candidates should address their C.V. to:  
 Terri Smith  |  tsmith@sjrmc.net  |  888.282.6591 or 505.609.6011

sanjuanregional.com  |  sjrmcdocs.com

You can look forward to: 
•

• Joint venture opportunity 
• Productivity bonus incentive with no cap
• Bread and Butter GI with ERCP skills 
• 1:3 call
• Lucrative benefit package, including retirement
• Sign on and relocation
• Student loan repayment
• Quality work/life balance

San Juan Regional Medical Center is a non-profit and community  
governed facility. Farmington offers a temperate four-season climate 
near the Rocky Mountains with world-class snow skiing, fly fishing,  
golf, hiking and water sports. Easy access to world renowned  
Santa Fe Opera, cultural sites, National Parks and monuments.  
Farmington’s strong sense of community and vibrant Southwest  
culture make it a great place to pursue a work-life balance.

Compensation range of $575,000–$600,000 base salary

299868

Residents learn in context of care
Disparities from page 1
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�PRACTICE MANAGEMENT

CMS sticks with E/M pay 
plan over some objections

BY KERRY DOOLEY YOUNG

The Trump administration is
sticking with a plan to boost 
certain Medicare pay for many 

primary care and other specialties 
focused heavily on office visits while 
lowering that for other groups to bal-
ance these increased costs.

On Aug. 4, the Centers for Medicare 
& Medicaid Services posted on the 
Federal Register draft versions of two 
of its major annual payment mea-
sures: the physician fee schedule and 
the payment rule for hospital outpa-
tient and ambulatory surgery center 
services. On Aug. 3, the CMS informal-
ly posted a copy of the physician fee 
schedule on its own website, allowing 
medical groups to begin reading the 
more than 1,300-page rule.

Federal officials normally use 
annual Medicare payment rules to 
make many revisions to policies as 
well as adjust reimbursement.

The draft 2021 physician fee sched-
ule, for example, calls for broadening 
the authority of clinicians other than 
physicians to authorize testing of 
people enrolled in Medicare.

The CMS intends to allow nurse 
practitioners, physician assistants, 
and certain other health care pro-
fessionals to more widely supervise 
diagnostic psychological and neuro-
psychological tests.

The draft 2021 hospital out-
patient rule proposes a gradual 
changeover to allow more proce-
dures to be performed on an out-
patient basis. This shift could save 
money for Medicare as well as for 
the people enrolled in the giant 
federal health program who need 
these services, the CMS explained.

Medicare would begin with a 
change in status for almost 300 mus-
culoskeletal-related services, making 
them eligible for payment in the hos-
pital outpatient setting when appro-
priate, CMS wrote in a fact sheet.

The initial reaction to Medicare’s 
proposed 2021 rules centered on 
its planned redistribution of funds 
among medical specialties. The CMS 
had outlined this plan last year. It is 
part of longstanding efforts to boost 
pay for primary care specialists and 
other physicians whose practice cen-
ters more around office visits than 
procedures.

There is broad support in health 
policy circles for raising pay for 
these specialties, but there also are 
strong objections to the cuts the 
CMS plans to offset the cost of ris-
ing pay for some fields.

Susan R. Bailey, MD, president of 
the American Medical Association, 
addressed both of these ideas in an 
AMA news release on the proposed 
2021 physician fee schedule. The in-

Measuring the cost of the new Medicare 
physician fee schedule for GIs 

We all agree that E/M services have been undercompensated for many
years and applaud CMS for increasing their reimbursements, but 

this does not mean that endoscopic services are suddenly less valuable as 
a result. Nor does it mean that the work required to perform endoscopic 
services has declined.

Unfortunately, implementation of the new Medicare physician fee sched-
ule in the proposed rule will result in a 10% decline in the reimbursement 
for both upper and lower endoscopies. Although rises in E/M services 
will negate half of this loss, gastroenterologists will still be faced with a 
5% net decline in professional reimbursement. Since we all have different 
combinations of CPT codes, the American Gastroenterological Association 

has developed an MPFS 2021 Proposed Rule Impact 
Calculator, which will allow you to calculate how this 
proposed MPFS will impact your practice. We all must 
speak out against these unacceptable declines in en-
doscopic reimbursements both through our societies 
and individually. AGA has a campaign on budget neu-
trality (https://gastro.quorum.us/campaign/28353/). 

Lawrence R. Kosinski, MD, MBA, AGAF, is the chief med-
ical officer at SonarMD, Chicago. He is also an associate 
editor for GI & Hepatology News.Dr. Kosinski

Windows on 
Clinical GI 
Virtual Lecture Series

Aug. 18 through Oct. 20, 2020

Bringing GI 
experts to you

Register today at  
gastro.org/WindowsOnGI.

Deliver optimal patient care by staying on top 
of new advances in digestive diseases and hot 
topics such as COVID-19 and telemedicine. 
Expert GIs will show you how through a new 
virtual live and on-demand lecture series.  
Free for members and $150 for nonmembers.
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crease in pay for office visits, covered
under evaluation and management 
services (E/M), stems from recom-
mendations on resource costs from 
the AMA/Specialty Society RVS Up-
date Committee, Dr. Bailey said.

“Unfortunately, these office visit 
payment increases, and a multi-
tude of other new CMS proposed 
payment increases, are required by 
statute to be offset by payment re-
ductions to other services, through 
an unsustainable reduction of near-
ly 11% to the Medicare conversion 
factor,” Dr. Bailey explained.

In the news release, Dr. Bailey 
asked Congress to waive Medicare’s 
budget-neutrality requirements to 
allow increases without the cuts.

“Physicians are already experi-
encing substantial economic hard-
ships due to COVID-19, so these 
pay cuts could not come at a worse 
time,” she said.

Winners and losers
The CMS details the possible win-
ners and losers in its payment re-
shuffle in Table 90 of the proposed 
2021 physician fee schedule. In the 
proposed rule, CMS notes in the 
draft that these figures are based 
upon estimates of aggregate allowed 
charges across all services furnished 
by physicians and other clinicians.

Specialties in line for increases 
under the 2021 draft rule include 
allergy/immunology (9%), endo-
crinology (17%), family practice 
(13%), geriatrics (4%), hema-
tology/oncology (14%), internal 
medicine (4%), physician assistants 
(8%), psychiatry (8%), rheumatolo-
gy (16%), and urology (8%).

In line for cuts would be anesthesi-
ology (–8%), cardiac surgery (–9%), 
emergency medicine (–6%), gastro-
enterology (–5%), general surgery 
(–7%), infectious disease (–4%), neu-
rosurgery (–7%), physical/occupa-
tional therapy (–9%), plastic surgery 
(–7%),  and radiology (–11%).

An umbrella group, the Surgical 
Care Coalition, had a quick statement 
ready about the CMS proposal. Writ-
ing on behalf of the group was David 
B. Hoyt, MD, executive director of the

American College of Surgeons.
“Today’s proposed rule ignores 

both patients and the surgeons 
who care for them. The middle of 
a pandemic is no time for cuts to 
any form of health care, but today’s 
announcement moves ahead as 
if nothing has changed,” Dr. Hoyt 
said in the statement. “The Surgical 

Care Coalition believes no physician 
should see payment cuts that will 
reduce patients’ access to care.”

Making a similar request Aug. 
4 in a unified statement were the 
American Physical Therapy Associ-
ation (APTA), the American Occupa-
tional Therapy Association (AOTA), 
and the American Speech-Lan-

guage-Hearing Association (ASHA).
“Our organizations call on Con-

gress and CMS to advance well-rea-
soned fee schedule payment policies 
and waive budget neutrality,” the 
groups said.

A version of this article originally ap-
peared on Medscape.com.
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