
Dr. Erin A. Bohula presented the study data on lorcaserin at the 
annual congress of the European Society of Cardiology.
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Lorcaserin shows  
cardiovascular safety 
in CAMELLIA-TIMI 61

BY CATHERINE HACKETT

MDedge News 

MUNICH – Lorcaserin is 
the first weight-loss drug 
proven to have cardiovas-
cular safety, Erin A. Bohu-
la, MD, DPhil, said in an 
interview.

Dr. Bohula reported on 
the results of the CAMEL-
LIA-TIMI 61 trial, which 
was designed to evaluate 
the cardiovascular safety of 
the weight-loss drug lorca-
serin in more than 10,000 
patients. She presented the 
data at the annual congress 
of the European Society of 
Cardiology. 

In CAMELLIA-TIMI 61, 

the primary safety end-
point, a composite of car-
diovascular death, MI, or 
stroke, was nearly identical 
between patients on lor-
caserin and those given 
placebo, 2% and 2.1% per 
year, at P less than .001 
for noninferiority. Simi-
larly, the primary efficacy 
outcome comprising heart 
failure, hospitalization for 
unstable angina, and cor-
onary revascularization, 
was very close between 
the treated and placebo 
patients, occurring in 4.1% 
and 4.2% per year, respec-
tively. 

In addition, “there was 

In�iximab 
biosimilar only 
moderately less 
expensive

POEM effective for more than 
achalasia 

18% less costly under Medicare Part D

BY WILL PASS

MDedge News

Peroral endoscopic myot-
omy (POEM) is safe and 

effective for several non-
achalasia esophageal motil-
ity disorders, according to 

a retrospective study.
The procedure was 

clinically successful and 
relieved chest pain in most 
patients, reported Mouen 
A. Khashab, MD, director of 
therapeutic endoscopy at 
Johns Hopkins Hospital in 

Baltimore.
POEM was introduced 

in 2008 as a less-invasive 
alternative to laparoscopic 
Heller myotomy. During 
the procedure, submucosal 
tunneling is performed 

BY ANDREW D. BOWSER 

MDedge News 

T
he infliximab-dyyb 
biosimilar was only 
moderately less ex-

pensive than the originator 
infliximab product Remi-
cade in the United States in 
2017 under Medicare Part 
D, an analysis shows.  

Infliximab-dyyb (Inflec-
tra) cost 18% less than 
infliximab, with an annual 
cost exceeding $14,000 in 
an analysis published online 
in JAMA by Jinoos Yazdany, 
MD, of the division of rheu-
matology at the University 
of California, San Francisco, 
and her coauthors. 

However, “without  

biosimilar gap discounts in 
2017, beneficiaries would 
have paid more than $5,100 
for infliximab-dyyb, or near-
ly $1,700 more in projected 
out-of-pocket costs than 
infliximab,” Dr. Yazdany and 
her coauthors wrote. 

Biologics represent only 
2% of U.S. prescriptions 
but made up 38% of drug 
spending in 2015 and ac-
counted for 70% of growth 
in drug spending from 2010 
to 2015, according to Dr. 
Yazdany and her colleagues.

Biologics for rheumatoid 
arthritis (RA) and gastro-
enterology cost more than 
$14,000 per year, and in 
2015, 3 were among the top 
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LETTER FROM THE EDITOR: Does this help the patient?

T
wenty minutes after Ronald 
Reagan finished his inaugural 
address, the Islamic Republic 

of Iran announced the release of 
52 American hostages 
that Iran had held for 
the last year of Jimmy 
Carter’s presidency. The 
timing led to the “Octo-
ber Surprise conspiracy 
theory,” in which some 
inferred a deliberate plan 
to influence an American 
election. We now refer 
to any political event 
timed to an election 
as an “October Surprise.” We are 
awaiting some type of surprise 
prior to this November’s elections. 
Events unfolding this fall will have 
generational effects on American 
politics, our health care delivery 
models, our financial security, in-
dividual rights and the democratic 
infrastructure of our country. This 
is not an election to sit out.

The proposed rule the Centers 
for Medicare & Medicaid pub-
lished in the summer has gener-
ated a massive public response. 
The major issues (as discussed 
in last month’s GI & Hepatology 
News issue, including the edito-
rial) include a dramatic change 
in documentation requirements 
and payment for evaluation and 

management (E/M) codes for both 
new and returning patients. While 
the reduction in documentation 
is laudable, the reduction in reim-

bursement for complex 
visits is not. At Michigan 
Medicine (2.2 million out-
patient visits per year), 
reimbursements would 
go down by $3.5 million 
annually for our E/M vis-
its. Most responses to the 
proposed rule requested 
a year’s delay and in-
tensive analysis of work 
involved prior to reducing 

payments (see further comments 
at gastro.org, the AGA website).

This month we cover a new an-
ti-obesity drug that shows cardio-
vascular safety. This is a welcome 
potential addition to our therapies 
since another story updates us on 
the relentless rise in obesity in this 
country. We cover the world’s alco-
hol use this month. On a financial 
note, the anticipated savings from 
biosimilars may be less than we 
hoped if data from Medicare Part D 
can be generalized. We also cover 
a diagnostic update about eosino-
philic esophagitis.

I hope you enjoy this issue of GI 
& Hepatology News and all the AGA 
publications that provide you with 
up-to-date science, clinical infor-

mation, and news about gastroen-
terology in general. Remember to 
vote. On the wall across my desk 
as I sit as a leader in ambulatory 
care at Michigan Medicine, there 

is a large sign that grounds me. It 
reads, “Does this help the patient?”

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

DR. ALLEN

Earnings gap seen among 
Maryland physicians

BY RICHARD FRANKI

MDedge News

Male physicians in Maryland 
reported higher earnings 

than did female physicians, even 
when they all worked 41 or more 
hours a week, according to a 2018 
survey of physicians in the state.

The average pretax income 
for all 508 respondents was 
$299,000 in 2016: Male phy-
sicians (66.6% of the sample) 
had an average of $335,000 and 
women averaged 33% lower at 
$224,000, MedChi (the Maryland 
State Medical Society) and Mer-
ritt Hawkins reported. Men did 
report working a longer week: 
Their average of 50.5 hours was 
11% more than the 45.4-hour av-
erage for women.

“The biggest disparities we see 
in compensation are between male 

and female physicians in Mary-
land,” Gene Ransom, MedChi’s chief 
executive officer, said in a written 
statement. “Though such disparities 
have been noted in other research, 
it is still surprising to see the extent 
to which they persist.” 

Of the respondents who worked 
an average of 41 or more hours 
per week – an analysis conducted 
only for the three largest specialties 
in the survey – female internists 
earned 27% less than their male 
counterparts, female psychiatrists 
earned 24% less, and female family 
physicians earned 26% less, the 
survey results showed. 

The survey was commissioned by 
MedChi and conducted by Merritt 
Hawkins from Jan. 10 to Feb. 23, 
2018. The margin of error was plus 
or minus 4.4%. 

rfranki@mdedge.com 
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U.S. obesity continues to advance
BY RICHARD FRANKI

MDedge News

T
he prevalence of adult obesity 
was at or above 35% for seven 
states in 2017, which is up from 

five states in 2016 and no states in 

2012, according to the Centers for 
Disease Control and Prevention. 

Iowa and Oklahoma, the two 
newest states with prevalences at 
or exceeding 35%, joined Alabama, 

Arkansas, Louisiana, Mississippi, and 
West Virginia, which has the coun-
try’s highest rate of adult obesity at 
38.1%. Colorado’s 22.6% rate is the 
lowest prevalence among all states. 
The District of Columbia and Hawaii 

also have prevalences under 25%; 
previously, Massachusetts also was in 
this group, but its prevalence went up 
to 25.9% last year, the CDC reported. 

Regional disparities in self- 
reported adult obesity put the 
South (32.4%) and the Midwest 
(32.3%) well ahead of the North-
east (27.7%) and the West (26.1%) 
in 2017. Racial and ethnic dispar-
ities also were seen, with large 
gaps between blacks, who had a 
prevalence of 39%, and Hispan-
ics (32.4%) and whites (29.3%). 
Obesity prevalence was 35% or 

higher among black adults in 31 
states and D.C., while this was true 
among Hispanics in eight states and 
among whites in one (West Virgin-
ia), although the prevalence was at 
or above 35% for multiple racial 
groups in some of these states, the 
CDC reported based on data from 
the Behavioral Risk Factor Surveil-
lance System.

“Obesity costs the United States 
health care system over $147 billion 
a year [and] research has shown that 
obesity affects work productivity and 
military readiness,” the CDC said in 
a written statement. “To protect the 
health of the next generation, support 
for healthy behaviors such as healthy 
eating, better sleep, stress manage-
ment, and physical activity should 
start early and expand to reach 
Americans across the lifespan in the 
communities where they live, learn, 
work, and play.”

rfranki@mdedge.com 

West Virginia had the highest rate of self-

reported obesity. Colorado had the lowest.

STATES OF OBESITY

Adult obesity prevalence, 2017

38.1%

22.6%
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a sustained weight loss, more 
than with lifestyle alone or life-
style plus placebo, which at its 
peak was about 3 kg. With that 
there were small, but signifi-
cant, reductions in heart rate, 
blood pressure, triglycerides, 
and hemoglobin A

1c
, and there 

was a significant reduction in 
new-onset diabetes.”   

“Overall, there’s not a lot of 

use of pharmacologic agents for 
weight loss in the United States, 
and a lot of that is based on fear 
of the historical experience, 
which is that they were not safe. 
I suspect that having a drug that 
is proven safe will now lead 
people to reach for a pharmaco-

logic agent like lorcaserin,” said 
Dr. Bohula, a cardiologist at of 
Brigham and Women’s Hospital 
and an investigator at the TIMI 
study group.

The AGA Obesity Practice 
Guide provides physicians 
with a comprehensive, multi-
disciplinary process to guide 
and personalize innovative 
obesity care for safe and ef-
fective weight management. 
Learn more at https://www.
gastro.org/practice-guidance/
practice-updates/obesity-prac-
tice-guide.

chackett@mdedge.com 

Safe weight loss drugs needed
Lorcaserin from page 1

AGA CLINICAL PRACTICE UPDATE

Diagnosis of rumination 
syndrome

BY JEFF CRAVEN

MDedge News

C
onsider performing a full clin-
ical evaluation for rumination 
syndrome when patients have 

symptoms of postprandial regur-
gitation, vomiting, or gastroesoph-
ageal reflux. Additionally, promote 
diaphragmatic breathing to help 
manage the condition, advised au-
thors of an expert review of clinical 
practice updates for rumination 
syndrome published in Clinical Gas-
troenterology and Hepatology.

“Patients, not unsurprisingly, typ-
ically use the word ‘vomiting’ to de-
scribe rumination events, and many 
patients are misdiagnosed as having 
refractory vomiting, gastroesoph-
ageal reflux disease, or gastropa-
resis,” Magnus Halland, MD, of the 
Mayo Clinic in Rochester, Minn., and 
colleagues wrote in the review. “A 
long delay in receiving a diagnosis 
is common and can lead to unneces-
sary testing, reduced quality of life, 
and even invasive procedures such 
as surgery or feeding tubes.”

Rumination syndrome differs 
from vomiting, the authors noted, 
because the retrograde flow of in-
gested gastric content does not have 
an acidic taste and may in fact taste 
like food or drink recently ingest-
ed. Rumination can occur without 
any preceding events, after a reflux 
episode or by the swallowing of air 
that causes gastric straining but 
typically happens within 1-2 hours 
after a meal. Patients can experience 
weight loss, dental erosions and 
caries, heartburn, nausea, bloating, 
diarrhea, abdominal pain, abdomi-
nal discomfort, and belching, among 
other symptoms, in the presence of 
rumination syndrome, the authors 
said.

Dr. Halland and his colleagues 
provided seven best practice rec-
ommendations for rumination 
syndrome in their updates, which 
include:
• Patients who show symptoms of 

consistent postprandial regurgi-
tation, often misdiagnosed with 
refractory gastroesophageal reflux 
or vomiting, should be considered 
for rumination syndrome.

• Patients who have dysphagia, nau-
sea, nocturnal regurgitation, or 
gastric symptoms outside of meals 
are less likely to have rumination 

syndrome, but those symptoms do 
not exclude the condition.

• Rome IV criteria are advised to di-
agnose rumination syndrome after 
medical work-up, which includes 
“persistent or recurrent regurgi-
tation of recently ingested food 
into the mouth with subsequent 
spitting or remastication and swal-
lowing” not preceded by retching 
where patients fulfill these symp-
tom criteria for 3 months with a 
minimum of 6 months of symp-
toms before diagnosis.

• Patients should receive first-line 
therapy for rumination syndrome 
consisting of diaphragmatic 
breathing with or without biofeed-
back.

• Patients should be referred to a 
speech therapist, gastroenterolo-
gist, psychologist, or other knowl-
edgeable health practitioners 
to learn effective diaphragmatic 
breathing.

• Current limitations in the diag-
nosis of rumination syndrome 
include need for expertise and 
lack of standardized protocols, but 
“testing for rumination syndrome 
with postprandial high-resolution 
esophageal impedance manometry 
can be used to support the diag-
nosis.”

• Bacloflen (10 mg) taken three 
times daily is a “reasonable next 
step” for patients who do not re-
spond to treatment.
The authors acknowledged that 

many questions, such as the patho-
physiology and initiating factors of 
rumination syndrome, are unknown 
and noted future studies are needed 
to address epidemiology, devel-
op validated tools for measuring 
symptoms, and study diaphragmat-
ic breathing’s effect on reducing 
symptoms of rumination syndrome 
as well as the condition’s impact on 
quality of life.

“Indeed, the basic question of 
how subconsciously one can learn 
to regurgitate still needs to be 
answered,” Dr. Halland and his col-
leagues wrote.

The authors report no relevant 
conflicts of interest.

ginews@gastro.org

SOURCE: Halland M et al. Clin Gastroenter-

ol Hepatol. 2018 Jun 11. doi: 10.1016/j.

cgh.2018.05.049.

Q1.  A 60-year-old woman 
is admitted to the hospital 
with an upper GI bleed and 
found to have a gastric ulcer. 
Biopsies from the ulcer show 
no malignancy. Gastric biop-
sies reveal no Helicobacter 

pylori and stool antigen for 
H. pylori is also negative. The 
patient denies any NSAID use. 
She is discharged home on 
twice-daily PPI. Two months 
later, she returns for a fol-
low-up endoscopy, and the 
ulcer has healed.  

What is your recommendation 
for this patient? 
A. Continue once-daily PPI in-

definitely
B. Discontinue PPI
C. Continue once-daily PPI for 

two more months
D. Discontinue PPI and start 

sucralfate

Q2.  A 59-year-old woman 
with a history of cirrhosis 
due to nonalcoholic steato-
hepatitis presents for endo-

scopic evaluation of varices. 
Her past medical history 
includes obesity, diabetes, hy-
pertension, and mild asthma. 
She appears well and has no 
signs of decompensation. Her 
vitals are: temperature, 98.6 
ºF; blood pressure, 90/51 
mm Hg; heart rate, 58 beats/
minute; O

2
 saturation, 98% 

on room air. Her endoscopy 
reveals mild portal hyperten-
sive gastropathy, large esoph-
ageal varices, and no gastric 
varices.

Which is the best approach in 
the management of this pa-
tient? 
A. Propranolol 
B. Endoscopic variceal band 

ligation 
C. Sclerotherapy 
D. Transjugular intrahepatic 

portosytemic shunt (TIPS) 
E. Nadolol plus endoscopic var-

iceal band ligation

The answers are on page 19.

Quick quiz

Key clinical point: 
In the study, the primary 
safety endpoint – a compos-
ite of cardiovascular death, 
MI, or stroke – was nearly 
identical between patients 
on lorcaserin and those given 
placebo.

‘I suspect that having a 

drug that is proven safe 

will now lead people to 

reach for a pharmacologic 

agent like lorcaserin.’
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The underlying reasons colorectal cancer 
(CRC) develops are unknown, but they likely 

include a complex interaction between genetics 
and environmental exposures. Recent studies 
have highlighted important links among diet, 
the intestinal microbiota, and CRC develop-
ment and progression.

Liu et al. used the Nurses’ Health Study and 
Health Professionals Follow-Up Study cohorts 
to extend our understanding of these relation-
ships. They utilized validated food frequency 
questionnaires obtained every 4 years and forma-
lin-fixed paraffin embedded CRC tissue samples collect-
ed from 951 individuals. They calculated an EDIP score, 
which correlates components of the diet with plasma 
inflammatory markers. After adjusting for confounders, 
they found high EDIP scores were significantly associ-
ated with Fusobacterium nucleatum–positive CRC but 
not with F. nucleatum–negative CRC. In addition, they 
demonstrated this association was stronger for proxi-

mal compared with distal CRC. Their findings 
suggest an inflammatory diet may interact 
with the intestinal microbiota to promote the 
development of CRC, and they provide a pre-
liminary recommendation to minimize intake 
of potentially harmful foods (such as red meat, 
processed meat, and refined grains). Despite 
the intriguing results, the authors do recog-
nize limitations including the small number of 
cases with F. nucleatum present (n = 115) and 
the homogeneous cohort (90% non-Hispanic 

whites), which may limit generalizability.
As clinicians, we should continue advocating for CRC 

screening and may consider dietary recommendations 
to reduce intake of potentially harmful foods. Further 
research will be needed to confirm these findings.

Rajesh R. Shah, MD, is assistant professor of gastroenter-
ology, department of internal medicine, Baylor College of 
Medicine, Houston. He has no conflicts of interest.

BY AMY KARON

MDedge News

D
iets promoting colonic inflam-
mation were associated with a 
greater risk of colorectal car-

cinomas containing Fusobacterium 
nucleatum, according to a report in 
the October issue of Clinical Gastro-
enterology and Hepatology.

Proinflammatory diets were not 
linked to heightened risk for colon 
cancers without these bacteria, 
reported Li Liu, MD, PhD, of Da-
na-Farber Cancer Institute and Har-
vard Medical School, Boston, and 
coauthors. “These findings indicate 
that diet-induced intestinal inflam-
mation alters the gut microbiome 
to contribute to colorectal carcino-
genesis.”  

Intestinal inflammation is associ-
ated with high levels of circulating 
interleukin 6, C-reactive protein, 
and tumor necrosis factor–receptor 
superfamily member 1B. Colonic 
inflammation impairs the mucosal 
barrier and alters immune respons-
es, which affects the composition of 
colonic microbiota. Among these, F. 
nucleatum is known to potentiate 
colorectal tumors and is associated 
with proximal tumor location, other 
tumor features, and cancer progres-
sion and chemoresistance.

For the study, the investigators ex-
amined self-reported data from more 
than 124,000 individuals followed for 
28 years as part of the Nurses’ Health 
Study and the Health Professionals 
Follow-Up Study. They calculated av-
erage dietary patterns based on the 
empiric dietary inflammatory pattern 
(EDIP) score, which sums weighted 
intake scores for 18 foods (such as 
red and processed meat, coffee, tea, 
and leafy green or dark yellow vege-
tables) that are known to affect plas-
ma levels of interleukin 6, C-reactive 
protein, tumor necrosis factor–recep-
tor superfamily member 1B, and tu-
mor necrosis factor alpha–receptor 2. 
A higher EDIP score denotes a more 
inflammatory diet.

During the 28-year follow-up pe-
riod, 951 individuals developed col-
orectal carcinomas that were tested 
with a polymerase chain reaction 
assay for F. nucleatum DNA. A total 
of 115 tumors tested positive for 
F. nucleatum. After the researchers 
controlled for potential confound-
ers, individuals whose EDIP scores 
were in the highest tertile were sig-
nificantly more likely to develop F. 
nucleatum–positive CRC than were 

FROM THE AGA JOURNALS

In
ammatory diet tied to CRC testing positive for F. nucleatum

DR. SHAH

those who scored in the lowest 
tertile (adjusted hazard ratio, 
1.63; 95% confidence interval, 
1.03-2.58; P = .03). This differ-
ential association “appeared to 
be stronger in proximal colon can-
cer than in distal colon and rectal 
cancer,” the researchers said.

More than 90% of individuals 
in this study were non-Hispanic 
white, the researchers noted. Tu-
mor tissue was not available from 
all cases of CRC and a fairly small 
number of cases tested positive for 
F. nucleatum. Nonetheless, the find-

ings suggest that an inflammatory 
diet could amplify gut microbiota 
involved in tumorigenesis. Pending 
confirmatory studies, they rec-
ommended an anti-inflammatory 
diet with high intake of green leafy 
vegetables, dark yellow vegetables, 
coffee, and tea. They also recom-
mended studying whether F. nuclea-
tum tumor or stool tests could help 
personalize dietary interventions.

Funders included the Nation-
al Institutes of Health, Dana- 
Farber Harvard Cancer, Project 
P. Fund for Colorectal Cancer 
Research, and others. Dr. Liu 

had no disclosures. One coinvesti-
gator disclosed ties to Genentech/
Roche, Lilly, Sanofi, Bayer, and sev-
eral other companies.

ginews@gastro.org 

SOURCE: Liu L et al. Clin Gastroenterol 

Hepatol. 2018 Apr 24. doi: 10.1016/j.

cgh.2018.04.030. 
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BY AMY KARON

MDedge News

The American Cancer Society’s 
recent recommendation to lower 

the age of first screening for col-
orectal cancer (CRC) to 45 years 
does not reflect clear knowledge of 
risks versus benefits, experts wrote 
in a recent commentary.

“In the big picture, [the question 
of whether to start screening at 45 
versus 50 years] seems relatively 
unimportant compared with using 
individual patient risk for advanced 
neoplasia in practical, feasible 
models” that are geared toward 
adherence, efficiency, and cost-ef-
ficacy, wrote Charles J. Kahi, MD, 
MSc, AGAF, of Indiana University, 
Indianapolis, and his associates. The 
commentary is in the October issue 
of Clinical Gastroenterology and 
Hepatology. 

Tailoring age of first screening on 
an individual level, based on other 
risk factors and patient preferences, 
might improve uptake and bene-

fit-risk ratios, balance, they argued.
Rates of CRC in persons under 

age 50 rose by about 22% between 
2000 and 2013. However, estimates 
for the most recent birth cohorts 
have wide confidence intervals, 
“indicating imprecision and uncer-
tainty that this trend will continue,” 
the experts wrote. Furthermore, the 
absolute risk of CRC among indi-
viduals younger than 50 years has 
risen only slightly, from 5.9 cases 
per 100,000 population to 7.2 cas-
es per 100,000 population. “[This] 
small increase in incidence may 
represent a true increase or could 
be due to increased use of colonos-
copy in general and, specifically, for 
diagnosis or high-risk screening 
of first-degree relatives of persons 
with [CRC],” the experts wrote.

Implementing the new recom-
mendation could detect earlier-stage 
(curable) CRC “in a youthful and 
productive age group that may be 
sandwiched between raising chil-
dren and caring for aging parents,” 
they continued. Earlier detection 

could reduce mortality and reduce 
the costs of treating a disease that 
often exceeds $100,000 per person 
annually. 

However, the recommendation 
was based on a modeling study that 
assumed 100% adherence. In reality, 
uptake among 45- to 49-year-olds 
might be 15%-20%, and “who ac-
tually shows up for screening could 
make or break this recommenda-
tion,” the experts said. If younger in-
dividuals who underwent screening 
tended to have few risk factors for 
CRC, then the new recommendation 
would lead to many false positives 
and unnecessary colonoscopies, 
with the associated fallout of emo-
tional harm and wasted health care 
resources, they added.

Population-level studies have iden-
tified age as the strongest predictor 
of CRC, but age “does not perform 
as well” at patient level, the experts 
said. They emphasized the role of 
other risk factors, such as male sex, 
having a first-degree relative with 
CRC, high body mass index, metabolic 

syndrome, cigarette smoking, diet, 
adherence to screening, and use of 
aspirin, NSAIDS, and hormone thera-
py. “The goal for providers and health 
systems is to determine whether and 
how to change screening practice and 
policy and how to incorporate this 
new recommendation into practice, a 
necessarily complex process that re-
quires knowing patient risk, patient 
preferences, and the long-term bal-
ance of benefits and burdens,” they 
concluded.

Dr. Kahi and coauthor Thomas F. 
Imperiale, MD, AGAF, had no dis-
closures. Coauthor Douglas K. Rex, 
MD, AGAF, disclosed ties to Aries 
Pharmaceutical, Cosmo Pharma-
ceuticals, Boston Scientific, Sebela, 
Medtronic, and others. He also 
chairs the U.S. Multi-Society Task 
Force on Colorectal Cancer.

ginews@gastro.org

SOURCE: Imperiale T et al. Clin Gas-

troenterol Hepatol. 2018 Aug 13. doi: 

10.1016/j.cgh.2018.08.023).

Commentary: Composite risk, not age, is key for timing 
�rst colorectal cancer screening

Cirrhosis study �nds no link between screening, 
liver cancer mortality

BY AMY KARON

MDedge News

I
n a case-control study of patients 
with cirrhosis, screening for 
hepatocellular carcinoma up to 

4 years prior to diagnosis was not 
associated with lower mortality.

Similar proportions of cases and 
controls underwent screening with 
abdominal ultrasonography, serum 
alpha-fetoprotein (AFP) testing, or 
both, reported Andrew M. Moon, 
MD, MPH, of the University of 
North Carolina at Chapel Hill and 
his associates. “There was also 
no difference in receipt of these 
screening tests within 1, 2, or 3 
years prior to the index date,” they 
wrote. The report was published 
in Gastroenterology. The findings 
“[suggest] that either these screen-
ing tests or the currently available 
treatments [for liver cancer], or 
both, are suboptimal and need to 
be improved.”

Because cirrhosis significantly 

increases the risk of hepatocellular 
carcinoma, the American Associa-
tion for the Study of Liver Diseases, 
the European Association for the 
Study of the Liver, and the Asian 
Pacific Association for the Study 
of the Liver recommend screening 
cirrhotic patients every 6 months 
with abdominal ultrasonography 
with or without concomitant se-
rum AFP. But nonliver societies 
have not endorsed this approach, 
citing a lack of high-quality data. 
One problem is that studies have 
compared patients whose liver 
cancer was diagnosed by screening 
with those diagnosed after they 
became symptomatic, which cre-
ates a lead-time bias that inherent-
ly favors screening, Dr. Moon and 
his associates noted.

To help fill the evidence gap, 
they identified 238 patients from 
the Veterans Affairs health care 
system who had died of hepato-
cellular carcinoma between 2013 
and 2015 and who had been di-

agnosed with cirrhosis at least 4 
years beforehand. They compared 
these cases with an equal number 
of patients with cirrhosis who 
had been in VA care for a similar 
amount of time and had not died 
of hepatocellular carcinoma. Cas-
es and controls were matched by 
etiology of cirrhosis, year that 
cirrhosis was diagnosed, race, age, 
sex, Model for End-Stage Liver 
Disease score, and VA medical 
center. The researchers identi-
fied screening tests by reviewing 
blinded medical charts.

There were no significant dif-
ferences in the proportions of 
cases and controls who underwent 
screening ultrasonography (52.9% 
versus 54.2%, respectively), 
screening serum AFP (74.8% ver-
sus 73.5%), either test (81.1% ver-
sus 79.4%), or both tests (46.6% 
versus 48.3%) within 4 years of 
the index date. The result was 
similar after potential confounders 
were controlled for and when ex-

amining shorter time frames of 1, 
2, and 3 years.

It was unlikely that these re-
sults reflect delayed diagnosis of 
liver cancer or a lack of treatment 
within the VA system, the experts 
wrote. A total of 51.3% of cases 
were diagnosed with Milan crite-
ria, which exceeds the proportion 
in the national Surveillance, Epide-
miology, and End Results registry, 
they noted. None of the fatal cases 
underwent liver transplantation, 
but 66.8% received other treat-
ments for liver cancer.

Funders included the Nation-
al Institutes of Health and the 
Veterans Affairs Clinical Science 
Research & Development. The 
investigators reported having no 
conflicts of interest.

ginews@gastro.org 

SOURCE: Moon AM et al. Gastroenter-

ology. 2018 Jul 5. doi: 10.1053/j.gas-

tro.2018.06.079.
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AGREE (A Working Group on Proton Pump 
Inhibitor Responsive Esophageal Eosino-

philia) was an interdisciplinary and interna-
tional effort that brought together 66 pediatric 
and adult clinicians and investigators 
from 14 nations representing the 
fields of allergy, immunology, gastro-
enterology, and pathology, as well as 
patient advocacy groups, to derive 
consensus on the role of PPI therapy 
in the management of patients with 
suspected eosinophilic esophagitis 
(EoE). The significance of the AGREE 
recommendation to eliminate the 
PPI trial from the diagnostic criteria 
for EoE is best appreciated from a 
historical perspective. Studies in the 1980s 
linked the presence of esophageal mucosal eo-
sinophils with increased acid exposure on pH 
monitoring. 

For the next 2 decades, clinicians viewed eo-
sinophils on esophageal biopsies as diagnostic 
for GERD such that the initial description of 
EoE by Attwood in 1993 distinguished EoE 
from GERD by the presence of esophageal 

eosinophilia in the absence of either reflux 
esophagitis or abnormal acid exposure on pH 
testing. Consequently, the initial diagnostic 
criteria for EoE in 2007 included a lack of 

response to PPI and/or normal pH 
testing to establish the diagnosis of 
EoE. Reflecting growing uncertainty 
regarding the ability of PPI therapy to 
differentiate acid-induced from aller-
gic inflammatory mechanisms, an up-
dated consensus in 2011 introduced 
the terminology “PPI-responsive 
esophageal eosinophilia (PPIREE)” to 
describe an increasingly recognized 
subset of patients with suspected 
EoE that resolved with PPI. Now, 

supported by scientific evidence accumulated 
over the past decade, AGREE has taken a step 
back by removing the PPI trial from the diag-
nosis of EoE, thereby abandoning the PPIREE 
terminology. This step simplifies the diagnosis 
of EoE and acknowledges that a histologic re-
sponse to PPI does not “rule in” GERD or “rule 
out” EoE. 

It is important to emphasize that the updated 

criteria still advocate careful consideration of 
secondary causes of esophageal eosinophilia 
prior to the diagnosis of EoE.

Ramifications of the updated diagnostic cri-
teria include the opportunities for clinicians 
to consider use of topical corticosteroids and 
diet therapies, rather than mandate an up-
front PPI trial, in patients with EoE. On a prac-
tical level, based on their effectiveness, safety, 
and ease of administration, PPIs remain po-
sitioned as a favorable initial intervention for 
EoE. Conceptually, however, the paradigm shift 
highlights the ability of research to improve 
our understanding of disease pathogenesis 
and thereby impact clinical management. 

Ikuo Hirano, MD, AGAF, is in the division of gas-
troenterology, Northwestern University, Chicago. 
He has received grant support from the NIH 
Consortium of Eosinophilic Gastrointestinal Dis-
ease Researchers (CEGIR, U54 AI117804), which 
is part of the Rare Disease Clinical Research 
Network. He has received research funding and 
consulting fees from Celgene, Regeneron, Shire, 
and others.

BY AMY KARON

MDedge News

T
he diagnosis of eosinophilic esophagitis 
(EoE) no longer needs to include a trial of 
proton pump inhibitor (PPI) therapy, ac-

cording to an updated international consensus 
statement published in the October issue of 
Gastroenterology. 

“An initial rationale for the PPI trial was to 
distinguish eosinophilic esophagitis from gastro-
esophageal reflux disease, but it is now known 
that these conditions have a complex relationship 
and are not necessarily mutually exclusive,” wrote 
Evan S. Dellon, MD, AGAF, of the University of 
North Carolina at Chapel Hill and his associates. 
According to current evidence, “PPIs are better 
classified as a treatment for esophageal eosino-
philia that may be due to eosinophilic esophagitis 
than as a diagnostic criterion,” they said.

Diagnostic guidelines for eosinophilic esoph-
agitis were published first in 2007 and were 
updated in 2011. The guideline authors rec-
ommended either pH monitoring or an 8-week 
trial of high-dose PPI therapy to rule out inflam-
mation from gastroesophageal reflux disease 
(GERD).

But subsequent publications described pa-
tients with symptomatic esophageal eosinophilia 
who responded to PPIs and lacked classic GERD 
symptoms. Guidelines called this condition 
“PPI-responsive esophageal eosinophilia” and 
considered it a separate entity from GERD. 

However, an “evolving body of research” shows 
that eosinophilic esophagitis can overlap with 
GERD, Dr. Dellon and his associates wrote. Fur-
thermore, each of these conditions can trigger 
the other. Eosinophilic esophagitis can decrease 

esophageal compliance, leading to secondary 
reflux, while gastroesophageal reflux can erode 
the esophageal epithelium, triggering antigen 
exposure and eosinophilia.

Therefore, Dr. Dellon and his associates rec-
ommended defining eosinophilic esophagitis 
as signs and symptoms of esophageal dys-
function and an esophageal biopsy showing at 
least 15 eosinophils per high-power field, or 
approximately 60 eosinophils per millimeter, 
with infiltration limited to the esophagus. 
They stressed the importance of esophageal 
biopsy even if endoscopy shows normal 
mucosa. “As per prior guidelines, multiple 
biopsies from two or more esophageal levels, 
targeting areas of apparent inflammation, 
are recommended to increase the diagnostic 
yield,” they added. “Gastric and duodenal 
biopsies should be obtained as clinically indi-
cated by symptoms, endoscopic findings in the 
stomach or duodenum, or high index of suspi-
cion for a mucosal process.”

Physicians should increase their suspicion of 
eosinophilic esophagitis if patients have other 
types of atopy or endoscopic findings of “rings, 
furrows, exudates, edema, stricture, narrow-
ing, and crepe-paper mucosa,” they added. In 
addition to GERD, they recommended looking 
carefully for other conditions that can trigger 
esophageal eosinophilia, such as pemphigus, 
drug hypersensitivity reactions, achalasia, and 
Crohn’s disease with esophageal involvement.

To create the guideline, Dr. Dellon and his 
associates searched PubMed for studies of 
all designs and sizes published from 1966 
through December 2016. Teams of experts on 
specific topics then reviewed and discussed 
relevant literature. In May 2017, 43 reviewers 

met for 8 hours to present and discuss conclu-
sions. There was 100% agreement to remove 
the PPI trial from the diagnostic criteria, the 
experts noted.

The authors disclosed financial support from 
the International Gastrointestinal Eosinophilic 
Diseases Researchers (TIGERS), The David and 
Denise Bunning Family, and the Rare Disease 
Clinical Research Network. Dr. Dellon disclosed 
consulting relationships and receiving research 
funding from Adare, Celgene/Receptos, Regen-
eron, and Shire among others. The majority of 
his coauthors also disclosed relationships with 
numerous medical companies.

ginews@gastro.org 

SOURCE: Dellon ES et al. Gastroenterology. 2018 Jul 12. 

doi: 10.1053/j.gastro.2018.07.009.

Experts update diagnostic guidelines for EoE

DR. HIRANO
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AGA Research Foundation researcher of the month: 
David L. Boone, PhD

A
GA Research Foundation pilot 
awards are an invaluable tool 
for investigators – they pro-

vide seed funding to explore prom-
ising new lines of research and 
generate preliminary data for larger 
grants. So, when David L. Boone, 
PhD, received the 2017 AGA-Pfizer 
Young Investigator Pilot Research 
Award in Inflammatory Bowel Dis-
ease from the AGA Research Foun-
dation, he was able to double-down 
on a very targeted project studying 
innate immunity in IBD. Based on 
his recent accomplishments – both 
in and out of the lab – we’re excited 
for you to get to know Dr. Boone, 
associate professor of microbiology 
and immunology at Indiana Univer-
sity School of Medicine-South Bend, 
and our AGA Research Foundation 
researcher of the month.

Bench to bedside: working toward 
new treatment options in IBD 
The Boone lab AGA-funded proj-
ect is specifically focused on JAK 
inhibitors, which are becoming a 
more popular treatment option for 
patients with IBD, especially for 
those patients who don’t respond 
to anti-TNF therapy. Dr. Boone is 
committed to enhancing our un-
derstanding of how these JAK in-
hibitors work at a cellular level. If 
we can understand this, Dr. Boone 
is optimistic it will lead to new ap-
proaches for treating inflammation 
in IBD.

With his AGA Research Founda-
tion grant, Dr. Boone and his lab 
characterized a new robust mouse 
model of colitis that is entirely driv-
en by innate immune mechanisms. 
With this model, his team is inves-

tigating the cellular and molecular 
mechanisms that drive innate im-
mune-mediated inflammation in 
the intestine, which will provide 
important insights for future IBD 
drug development. You can read the 
specifics of Dr. Boone’s research in 
his recently published work in Mu-
cosal Immunology.

Pilot award provides 
a stepping stone
Dr. Boone’s AGA Research Founda-
tion pilot grant has paved the way 
for future success. Using the data 
from his AGA-funded project, as 
well as the constructive feedback he 
received from the AGA awards pan-
el, Dr. Boone went on to successful-
ly obtain new funding in the form of 
a Pfizer ASPIRE research grant. This 
work is building the foundation for 
Dr. Boone’s next big grant venture: 
an NIH R01 grant.

Two postdocs, a graduate student, a 
technician, and a dog named Boone

Dr. Boone shared with us that the 
best outcome from his AGA grant 
was that the additional funding 
made it possible to grow his lab by 
a postdoctoral researcher and lab 
technician. One of Dr. Boone’s great 
passions is training the next gener-
ation of scientists, both in the lab 
and through his role as a microbiol-
ogy and immunology professor for 
first-year medical students at Indi-
ana University Medical School.

It’s clear that Dr. Boone has made 
a lasting impact on his former men-
tees and students. One of his former 
postdoctoral researchers named 
her labrador retriever “Boone” in 
his honor (hence Boone lab). In an 
ironic turn of events, Boone the dog 
is currently being treated with a 
JAK inhibitor for an inflammatory 
condition!

Beyond the lab – a commitment 
to IBD patients
Dr. Boone wanted to do more to 
support patients with IBD. He had 

heard of Camp Oasis – the Crohn’s 
& Colitis Foundation regional camp 
for patients with IBD – and knew of 
physicians who provided medical 
services at the camp. After looking 
into making a donation to Camp Oa-
sis Michigan, Dr. Boone learned that 
what the camp really needed was 
male counselors. So, despite being 
“older than an average camp coun-
selor,” Dr. Boone packed his bags 
for Michigan. Participating in Camp 
Oasis the last 2 years has been a 
great joy for Dr. Boone and provides 
added inspiration and motivation 
for his work in the lab.

The AGA Research Foundation 
is proud to fund researchers who 
are committed to improving the 
lives of patients – both in and out 
of the lab. You can help keep great 
researchers in GI by making a gift 
to the AGA Research Foundation, 
www.gastro.org/foundation.

ginews@gastro.org

Boone lab, so named by a postdoctoral 
researcher in the lab.

Dr. David Boone, camp counselor at Camp 
Oasis

Dr. David Boone at Camp Oasis, the Crohn’s 
& Colitis Foundation camp for IBD patients.

A gift to the AGA Research Foundation in your will

A simple, flexible and versatile way to ensure 
the AGA Research Foundation can contin-

ue to help spark the scientific breakthroughs 
of today so clinicians will have the tools to 
improve care tomorrow, is through a gift in 
your will or living trust, known as a charitable 
bequest. 

To make a charitable bequest, you need a 
current will or living trust. Your gift can be 
made as a percentage of your estate. Or you 
can make a specific bequest by giving a certain 
amount of cash, securities or property. After 
your lifetime, the Foundation receives your 
gift. 

Including the AGA Research Foundation in 

your will is a popular gift to give because it is:
• Affordable. The actual giving of your gift 

occurs after your lifetime, so your current in-
come is not affected.

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

• Versatile. You can give a specific item, a 
set amount of money or a percentage of your 
estate. You can also make your gift contingent 
upon certain events.

We hope you’ll consider including a gift to 
the AGA Research Foundation in your will or 
living trust. It’s simple – just a few sentences 
in your will or trust are all that is needed. The 

official bequest language for the AGA Research 
Foundation is: “I, [name], of [city, state, ZIP], 
give, devise and bequeath to the AGA Research 
Foundation [written amount or per-centage of 
the estate or description of property] for its 
unrestricted use and purpose.”

By including a gift to the AGA Research 
Foundation in your will, you can help fill the 
funding gap and protect the next generation of 
investigators.

For more information, visit http://gastro.
planmylegacy.org/ or contact us at founda-
tion@gastro.org. 

ginews@gastro.org
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Top patient cases

P
hysicians with difficult patient scenarios reg-
ularly bring their questions to the AGA Com-
munity to seek advice from colleagues about 

therapy and disease management options, best 
practices, and diagnoses.

In case you missed it, here are the most popu-
lar clinical cases shared in the forum recently:

1. Eosinophilic esophagitis and stricture
A tight stricture in the mid-esophagus of a 
25-year-old patient prevented the physician from 
passing the scope on multiple occasions within 5 
weeks.

2. Behcet’s disease
A 41-year-old patient with Beh-
cet’s disease and celiac disease originally report-
ed joint pain and diarrhea, which subsided after 
treatment with prednisone and sulfasalazine. 
Despite a limited diet and therapeutic levels of 
Humira, her symptoms resurfaced 6 months later 
with loose stools and urgency. 
3. Ectopic varices with portal vein thrombosis
This case involves a 49-year-old male who 
developed necrotizing pancreatitis due to mi-
crolithiasis in 2008, followed by pyrexia with 
three pyogenic liver abscesses this past May. The 

attending physician solicited advice 
from the GI community on manage-

ment of this patient’s portal hypertension.
4. Fire�ghters at higher CRC risk?
Join this informative discussion about a reported 
“1.21 times greater risk” for colorectal cancer 
in firefighters, and increased screening for this 
demographic.

More clinical cases and discussions are at 
https://community.gastro.org/discussions. 
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Rising microbiome investigator: Ting-Chin David Shen, MD, PhD

AGA Center for Gut Microbiome 
Research and Education scienti�c 
advisory board welcomes new members 

Mayo Clinic announces 
new president and CEO: 
Gianrico Farrugia, MD

We spoke with Dr. Shen, instruc-
tor of medicine at 

the University of Pennsyl-
vania and the recipient of 
the AGA Research Foun-
dation’s 2016 Microbiome 
Junior Investigator Award, 
to learn about his passion 
for gut microbiome re-
search.

How would you sum up 
your research in one sen-
tence?

My research examines the meta-
bolic interactions between the gut 
microbiota and the mammalian host, 
with a particular emphasis on amino 

acid metabolism and nitrogen flux 
via the bacterial enzyme 
urease.

What impact do you hope 
your research will have on 
patients? 

My hope is that by bet-
ter understanding the 
biological mechanisms by 
which the gut microbiota 
impacts host metabolism, 
we can modulate its ef-

fects to treat a variety of conditions 
and diseases including hepatic en-
cephalopathy, inborn errors of me-
tabolism, obesity, malnutrition, etc.

What inspired you to focus your 

research career on the gut microbi-
ome? 

My clinical experience as a gas-
troenterologist inspired my inter-
est in metabolic and nutritional 
research. When I learned of the 
impact that the gut microbiota has 
on host metabolism, it created an 
entirely different perspective for 
me in terms of thinking about how 
to treat metabolic and nutritional 
disorders. There are tremendous 
opportunities in modifying our gut 
microbiota in concert with dietary 
interventions in order to modulate 
our metabolism.

What recent publication from your 

lab best represents your work, if any-
one wants to learn more? 

The following work examined 
how the use of a defined bacterial 
consortium without urease activity 
can reduce colonic ammonia level 
upon inoculation into the gut and 
ameliorate morbidity and mortality 
in a murine model of liver disease: 
Shen T.D., Albenberg L.A., Bittinger 
K., et al, Engineering the gut micro-
biota to treat hyperammonemia. J 
Clin Invest. 2015 Jul 1;125(7):2841-
50. https://www.ncbi.nlm.nih.gov/
pmc/articles/PMC4563680/.

ginews@gastro.org

Four leading experts in microbiome re-
search have recently been appointed to 

the scientific advisory board of the AGA 
Center for Gut Microbiome Research and 
Education.

Robert A. Britton, PhD
Baylor College of Medicine, Houston, 
Texas

Dr. Britton studies the role of microbes 
in health and diseases, with a focus on 
identifying microbes with therapeutic 
properties for a variety of disorders.

Suzanne Devkota, PhD
Cedars-Sinai Medical Center, Los Angeles, 
California

Dr. Devkota investigates the role of diet 
in shaping the community of bacteria that 
live in our intestines (the “gut microbi-
ome”).

Lita M. Proctor, PhD
National Human Genome Research Insti-

tute, Rockville, Maryland
Dr. Proctor is responsible for coordi-

nation of the Human Microbiome Project 
(HMP), an eight-year NIH Common Fund 
initiative to create a toolbox of resources 
for the emerging field of microbiome re-
search.

Liping Zhao, PhD
Rutgers University, New Brunswick, New 
Jersey

Dr. Zhao studies the interactions be-
tween diet and gut microbiota in the on-
set and progression of chronic diseases 
such as obesity and diabetes.

AGA recognizes the outgoing mem-
bers of the scientific advisory board who 
have made valuable contributions to the 
center’s work over their terms: Lee M. 
Kaplan, MD, PhD, AGAF; Zain Kassam, MD, 
MPH; and Ece Mutlu, MD, MBA, AGAF.

ginews@gastro.org

The Mayo Clinic Board 
of Trustees has an-

nounced that Gianrico 
Farrugia, MD, vice pres-
ident and CEO of Mayo 
Clinic Florida, will take 
over as president and 
CEO of Mayo Clinic at the 
end of the year. AGA con-
gratulates Dr. Farrugia.

Here’s three reasons 
why AGA is excited by 
this news:

1. Dr. Farrugia is an ac-
complished GI investiga-
tor. Dr. Farrugia runs an 
NIH-funded translational 
laboratory focused on 
disorders of GI motility. The aim of Dr. Farrugia’s work is 
to understand at a cellular, subcellular and molecular level 
how the normal functions of the GI tract determine the de-
fects that result in diseases such as diabetic gastroparesis, 
slow transit constipation, and irritable bowel syndrome 

DR. SHEN

Dr. Gianrico Farrugia
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AGA comments on HHS’ drug affordability blueprint

A
GA’s new drug affordability 
principles were put into ac-
tion in July when AGA Chair 

Sheila Crowe, MD, AGAF, provided 
comments on the Department of 
Health & Human Services (HHS) re-
cent policy statement and Request 
for Information, “HHS Blueprint to 
Lower Drug Prices and Reduce Out-
of-Pocket Costs” (Blueprint). Com-
ments were limited to four areas of 
the Blueprint.

Medicare Part B to Part 
D drug transition
Over the past decade there has 
been interest in consolidating Part 
B and Part D drug coverage and 
payment. AGA urges physician-ad-
ministered drugs and biologics to 
remain under Part B due to the 
complexities surrounding them. 

Since Part D does not allow for 
supplemental coverage and has 
higher coinsurance, this action 
would achieve savings by shifting 
costs to Medicare beneficiaries. 
Moving them to Part D would also 
increase the risk of waste leading 
to unnecessary Medicare spend-
ing. AGA urges the administration 
to avoid policy solutions that 
achieve Medicare program savings 
at the expense of Medicare bene-
ficiaries.

Q1. Correct Answer: A

Rationale
This patient has an idiopathic, 
nonNSAID, non-H. pylori-associ-
ated ulcer and should be on daily 
PPI indefinitely. These patients 
have a high rate of recurrent 
bleeding (42%) and mortality 
when followed prospectively 
without being on antisecretory 
therapy. Although no randomized 
trials have assessed the benefit 
of medical cotherapy in this pop-
ulation, antiulcer therapy seems 
to reduce recurrent idiopathic 
ulcers.

References
1. Wong G.L.H., Wong V.W.S., 
Chan Y., et al. High incidence of 
mortality and recurrent bleed-
ing in patients with Helicobacter 
pylori-negative idiopathic bleed-
ing ulcers. Gastroenterology. 
2009;137:525-31.
2. Laine L., Jensen D.M. Man-
agement of patients with ulcer 
bleeding. Am J Gastroenterol. 
2012;107(3):345-60.

Q2. Correct Answer: B

Rationale 
This patient has large varices, 
which should be treated. In pa-
tients with cirrhosis and medi-
um/large varices that have never 
bled, nonselective beta-blockers 
reduce the risk of first vari-
ceal hemorrhage by 50%. In 
high-quality randomized-con-
trolled trials, endoscopic variceal 
ligation (EVL) is as effective as 
nonselective beta-blockers in 
preventing first variceal hemor-
rhage. Therefore, either of these 
therapies should be used for the 
prevention of first variceal bleed-
ing. In this case, propranolol is 
not the best choice in the setting 
of diabetes, asthma as well as a 
blood pressure and pulse that are 
low already. Endoscopic variceal 
band ligation would be preferred 
in this patient. It is also more 
effective than sclerotherapy and 
is associated with fewer side 
effects. TIPS would be effective, 
but more invasive and not first-
line for treatment of nonbleeding 
varices and comes with increased 
risk of hepatic encephalopathy 

and potentially mortality. The 
combination of nadolol and endo-
scopic variceal band ligation may 
have more side effects without a 
further reduction in the risk of 
first variceal hemorrhage beyond 
either therapy alone.

References 
1. Gluud L.L., Klingenberg S., 

Nikolova D., Gluud C. Banding 
ligation versus beta-blockers as 
primary prophylaxis in esophageal 
varices: systematic review of ran-
domized trials. Am J Gastroenter-
ol. 2007;102(12):2842-8. 

2. Gluud L.L., Krag A. Banding li-
gation versus betablockers for pri-
mary prevention in oesophageal 
varices in adults. Cochrane Data-
base Syst Rev. 2012;8:CD004544. 
doi: 10.1002/14651858. 
CD004544.

3. Villanueva C., Piqueras M., 
Aracil C., et al. A randomized con-
trolled trial comparing ligation 
and sclerotherapy as emergency 
endoscopic treatment added to so-
matostatin in acute variceal bleed-
ing. J Hepatol. 2006;45(4):560-7.
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Quick quiz answers

(IBS), which will ultimately lead 
to new strategies to treat these 
diseases by developing targeted 
disease-modifying agents.

2. Dr. Farrugia is an alumnus 
of the AGA Research Foundation 
Research Scholar Award pro-
gram. Dr. Farrugia received his 
Research Scholar Award in 1994 
for his project titled “Jejunal 
Smooth Muscle Ion Channel Reg-
ulation in Health and Disease.”   

3. Dr. Farrugia has given back to 
AGA both with his time – serving 
on the AGA Nominating Commit-
tee, AGA Institute Council, and 
Cellular and Molecular Gastroen-
terology and Hepatology editorial 
board – and by contributing, with 
his wife Geraldine Farrugia, to the 
AGA Research Foundation at the 
highest level as an AGA Legacy 
Society member. 

Join AGA members in congrat-
ulating Dr. Farrugia in the AGA 
Community, community.gastro.
org. 

ginews@gastro.org

Continued from previous page

Indication-based payments
The Blueprint seems to imply that 
off-label uses of prescription drugs 
are inherently less valuable than 
on-label uses. If the administration 
moves towards value-based pricing, 
off-label indications should not au-
tomatically be valued less, or priced 
lower, than on-label indications. 
Specifically, AGA urges the admin-
istration to ensure all medically 
accepted indications are appropri-
ately valued for a drug or biologic.

Medicare Part B Competitive 
Acquisition Program (CAP)
AGA does not oppose the idea of a 
new, voluntary CAP program as it 
would allow interested physicians 
and practices to provide Part B 
drug administration without the 
burden of high acquisition costs. 

AGA strongly opposes a future 
Part B CAP that includes vendors 
or Medicare carriers conducting 
medical reviews or utilization man-
agement. Utilization management 
undermines shared decision-making 

between physicians and patients, 
increases physician burden, and of-
ten puts patients at risk by delaying 
access to necessary care.

Reduce patient out-of-
pocket spending
As out-of-pocket costs continue to 
rise, AGA supports the administra-
tion’s plans to increase cost trans-
parency in the Medicare program 
as it increases the efficiency of the 
shared decision-making process be-
tween patient and physician. Drug 
and biologic manufacturers, health 
plans, and pharmacy managers 
should work together to lower out-
of-pocket expenses for Medicare 
beneficiaries and for all people with 
digestive diseases.

Although AGA shares the Blue-
print’s goal of lowering the cost 
of prescription drugs, lowering 
out-of-pocket costs for patients, in-
creasing competition and fostering 
innovation, we are concerned that 
the recent proposal by the Trump 
administration to allow Medicare 

Advantage (MA) plans to utilize step 
therapy would threaten the afore-
mentioned goals. Step therapy is a 
utilization management tool used 
by insurers that requires patients to 
fail one or more medications before 
covering the original therapy that is 
prescribed by the physician. AGA is 
concerned that the recent announce-
ment by the Trump administration 
would not provide patients with 
the necessary protections, would 
increase the regulatory burden that 
physicians already face with step 
therapy and prior authorization, 
and could hinder innovation by pre-
ferring the lowest cost medication 
which may not necessarily be the 
most effective. AGA will continue to 
push for necessary patient protec-
tions to ensure that patients have 
the ability to appeal step therapy 
protocols when appropriate and are 
able to receive the medication that 
their physician thinks is the most ef-
fective to manage their condition.  

ginews@gastro.org
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Eosinophils could be a marker for nonceliac gluten or 
wheat sensitivity

BY NICOLA GARRETT

MDedge News

T
he presence of duodenal and rectal eosino-
phils, in the absence of endoscopic findings, 
could be a marker of nonceliac gluten or 

wheat sensitivity (NCGWS), new research sug-
gests. 

NCGWS could be considered an inflammatory 
condition of the entire intestinal tract and the 
eosinophil infiltration “may represent a key 
candidate player” in its pathogenesis, wrote 
the authors, led by Antonio Carroccio, MD, of 
Giovanni Paolo II Hospital, Sciacca, and DiBiMIS 
University of Palermo, Italy. The report is in 
Clinical Gastroenterology and Hepatology.

The research team noted that duodenal histol-
ogy, a lack of villous atrophy, and evaluation of 
intraepithelial infiltration of the duodenal muco-
sa were the usual steps involved in the diagnos-
tic work-up of NCGWS.

Many people with NCGWS had symptoms that 
overlapped with irritable bowel syndrome but no 
studies had evaluated histologic features of duo-
denal and rectal biopsies from these patients.

“Alterations of the mucosal immune system 
are believed to play a role in IBS and some pa-
tients may indeed have inflammation of the co-
lonic mucosa. Consequently, it would be logical 
to study the colon of NCGWS patients for possi-
ble inflammation in this site,” they wrote. 

The current study involved 78 consecutive 
adult patients attending two tertiary referral 
centers in Italy. The average age of the patients 
was 36.4 years and they were diagnosed with 

NCGWS through a double-blind wheat challenge. 
A non-NCGWS control group of 55 patients had 
either celiac disease (n = 16) or self-reported 
NCGWS but with negative results from the wheat 
challenge (n = 39). 

Both duodenal and rectal biopsies were per-
formed in both groups of patients after they had 
consumed a wheat-containing diet (a minimum of 
100 g) for at least 4 weeks. 

The researchers then analyzed intraepithelial 
CD3+T cells, lamina propria CD45+ cells, CD4+ 
and CD8+ T cells, mast cells, and eosinophils as 
well as the presence and size of lymphoid nod-
ules. 

Histologic evaluation of the duodenal muco-
sa showed that none of the NCGWS patients or 
non-NCGWS controls had a villus/crypt ratio 
less than 3, whereas all the controls with celiac 
disease (CD) had villous atrophy.

Mucosal inflammation both in the duodenum 
and the rectal mucosa was common in patients 
with NCGWS. For example, intraepithelial CD3+ 
lymphocytes progressively increased from the 
non-NCGWS controls (14.3 ± 4.2) to NCGWS 
patients (19.6 ± 10.7; P less than .03) and CD 
controls (47.7 ± 23.3; P less than .001 vs. NCGWS 
patients). 

Lamina propria CD45+ cells, which the au-
thors said represented the “total immunocyte” 
infiltration were significantly higher in NCGWS 
patients than in the non-NCGWS controls at 
both sites. 

In patients with NCGWS, the mean eosinophil 
infiltration was more than 2.5-fold the upper 
normal limit in the rectum and nearly twice the 

upper normal limit in the duodenum (P less 
than .0001).

Eosinophil numbers in the duodenal mucosa 
were also higher in the NCGWS patients with 
dyspepsia than in the NCGWS patients without 
upper digestive tract symptoms. 

For example, in 33 patients who reported upper 
digestive tract symptoms, the number of lamina 
propria eosinophils was significantly higher than 
in the remaining NCGWS patients who did not re-
port symptoms (8.6 ± 2.6 vs. 6.8 ± 3.6; P less than 
.01).

“Functional dyspepsia is frequently associated 
with IBS [irritable bowel syndrome], suggesting 
that these two diseases have a shared pathogen-
esis,” the researchers speculated.

The researchers suggested that in the absence 
of endoscopic findings, eosinophil infiltration of 
the rectal mucosa could be a marker of NCGWS, 
noting that it could not be considered a specific 
marker as eosinophils were found in the colon 
and rectal mucosa in several clinical conditions, 
such as inflammatory bowel diseases and celiac 
disease.

“However, these clinical conditions have clini-
cal, endoscopic, serologic, and histologic aspects 
markedly different from NCGWS. ... We would 
suggest that in clinical practice, subjects show-
ing an IBS clinical presentation and mucosa 
eosinophil infiltration should be recommended 
to commence an elimination diet with a subse-
quent wheat challenge,” they said.

The authors said another noteworthy finding 
from their study was that about 95% of patients 
had lymphoid follicles that were significantly 
larger than those of the control group. Although 
this can be considered a “normal” finding in 
rectal mucosa, they said in their experience the 
presence of large follicles was associated with 
non-IgE mediated food allergy. 

“It can be hypothesized that not only eosino-
phils could play a pathogenetic role in NCGWS, 
and that a complex immunologic response involv-
ing both innate and acquired immunity may be 
responsible for this disease,” they said. 

A study limitation was selection bias stemming 
from the fact that the cohort included patients re-
ferred to tertiary centers, they noted. “Our results 
must not be extended to all self-treated or diag-
nosed NCGWS patients,” they cautioned. 

The Italian Foundation for Celiac Disease fund-
ed the study. The authors declared no conflicts 
of interest. 
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SOURCE: Carroccio A et al. Clin Gastroenterol Hepatol. 

2018 Aug 20. doi: 10.1016/j.cgh.2018.08.043.C
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Key clinical point: 
Mucosal in�ammation in the rectal mucosa was com-

mon in patients with NCGWS. In these patients the 

mean eosinophil in�ltration was more than 2.5-fold the 

upper normal limit in the rectum.
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15 drugs in terms of Medicare expen-
ditures, they added. 

While biosimilars are supposed 
to increase competition and lower 
prices, it’s an open question whether 
they actually reduce out-of-pocket 
expenditures for the 43 million in-
dividuals with drug benefits under 
Medicare Part D. 

That uncertainty is due in part to 
the complex cost-sharing design of 
Part D, which includes an initial de-
ductible, a coverage phase, a coverage 
gap, and catastrophic coverage.

In 2017, the plan included an ini-
tial $400 deductible, followed by the 
coverage phase, in which the patient 
paid 25% of drug costs. In the cover-
age gap, which started at $3,700 in 
total drug costs, the patient’s share 
of drug costs increased to 40% for 
biologics, and 51% for biosimilars. 
In the catastrophic coverage phase, 
triggered when out-of-pocket costs 
exceeded $4,950, the patient was re-
sponsible for 5% of drug costs. 

“Currently, beneficiaries receive a 
50% manufacturer discount during 

the gap for brand-name drugs and 
biologics, but not for biosimilars,” Dr. 
Yazdany and her coauthors noted. 

To evaluate cost-sharing for in-
fliximab-dyyb, the authors analyzed 
data for all Part D plans in the June 
2017 Medicare Prescription Drug 
Plan Formulary, Pharmacy Net-
work, and Pricing Information Files. 

Out of 2,547 plans, only 10% cov-
ered the biosimilar, while 96% cov-
ered infliximab, the authors found. 

The mean total cost of inflix-
imab-dyyb was “modestly lower,” they 
reported. Eight-week prescription 
costs were $2,185 for infliximab-dyyb 
versus $2,667 for infliximab, while 
annual costs were $14,202 for the bi-
osimilar and $17,335 for infliximab. 

However, all plans required 
coinsurance cost-sharing for the 
biosimilar, they said. The mean co-
insurance rate was 26.6% of the to-
tal drug cost for the biosimilar and 
28.4% for infliximab. 

For beneficiaries, projected an-
nual out-of-pocket costs without 
the gap discount were $5,118 for 
infliximab-dyyb and $3,432 for in-
fliximab, the researchers said. 

Biosimilar gap discounts are set 
to start in 2019, according to the 
authors. However, they said those 
discounts may not substantially 
reduce out-of-pocket costs for Part 

D beneficiaries because of the high 
price of infliximab-dyyb and a coin-
surance cost-sharing rate similar to 
that of infliximab. Because the RA 
starting dose is typically 3 mg/kg, 
compared with the 5-mg/kg start-
ing dose for patients with inflam-
matory bowel disease, cost issues 
may be worse for GI patients. 

“Further policies are needed to 
address affordability and access to 
specialty drugs,” Dr. Yazdany and her 
coauthors concluded. 

The study was funded in part by 
grants from the Agency for Health-
care Research and Quality, the 
Robert L. Kroc Endowed Chair in 
Rheumatic and Connective Tissue 
Diseases, and other sources. Dr. 
Yazdany reported receiving an in-
dependent investigator award from 
Pfizer. Her coauthors reported no 
conflicts of interest. 
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SOURCE: Yazdany J et al. JAMA. 

2018;320(9):931-3.
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Key clinical point: 
In�iximab-dyyb was 18% less costly 

than in�iximab, with an annual cost ex-

ceeding $14,000 under Medicare Part D. 
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Transfers between hospitals contribute to CDI burden
BY SHARON WORCESTER

MDedge News

ATLANTA – Patient sharing among 
hospital facilities contributed sub-
stantially to the overall Clostridium 
difficile infection rate, an analysis of 
interhospital contamination effects 
showed.

In fact, 7.6% of all Clostridium 
difficile infection (CDI) cases at 
the nearly 400 California hospitals 
included in the study were directly 
attributable to the patient-shar-
ing network, Daniel Sewell, PhD, 
reported at the International Con-
ference on Emerging Infectious 
Diseases.

“The methods that we employed 
allowed us to estimate the expected 
increase in CDI cases due to trans-
fers as a function of the CDI rate at 
the hospital from which those pa-
tients were brought. These transfer 
patients were responsible for about 
3.06 times the number of CDI cases 
as a normal patient,” said Dr. Sewell, 
a biostatistician at the University of 
Iowa, Iowa City.

The findings, which underscored 
the importance of regional (rather 
than local) efforts to minimize the 
spread of health care–associated in-
fections, are based on an analysis of 
27,200,873 hospital admissions and 
532,320 same-day patient transfers 
identified from the Healthcare Cost 
and Utilization Project California 
State Inpatient Database for 2005-
2011. 

Transfer networks based on the 
monthly average number of pa-
tients discharged from one hospital 
and admitted to another on the 
same day were constructed, and 
the monthly average number of CDI 
cases per hospital were considered, 
along with hospital-level character-
istics such as patient length of stay, 
age, and number of diagnoses. Net-
work autocorrelation models that 
help eliminate bias were then used 
to assess the contamination effects 
between hospitals, he explained.

This led to development of an 
equation that can be used to deter-
mine the expected number of CDI 

cases in a hospital as a function of 
the number of transfers coming in 
and the contamination level of the 
source hospitals. The ability to cal-
culate the expected number of CDI 
cases in this fashion is an important 
factor for the success of regional 
versus local intervention efforts, 
which are increasingly thought to 
be important for reducing health 
care–associated infections.

“If we want to design a coordinated 
or regional approach, we’ve got to 
have a much better understanding of 
the role that patient transfers have in 
these diseases,” Dr. Sewell said.

As most hospitals included in the 
study had a low CDI rate and a low 
transfer rate, the CDIs attributable 
to transfers represent a minority of 
cases, but they are a substantial mi-
nority, he said, noting that the main 

concern is with the “perfect storm” of 
high CDI rate plus high transfer rate. 

The methodological approach 
used in this study to estimate CDI 
rates can be used for any health 
care–associated infection of inter-
est, he added.

Dr. Sewell reported that he had 
no disclosures.
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By Yao-Wen Cheng, Mark 
A. Gromski, and Monika 
Fischer (Gastroenterology 
2016;151[6]:1075-6).

A
25-year-old obese, African 
man with no significant 
past medical history ex-

cept for recent weight loss of 70 
pounds presented for evaluation 
of bloody diarrhea and abdom-
inal pain. The patient described 
sharp, left lower quadrant pain 
that progressively worsened 
over a 6-month period, along 
with loose bowel movements 
containing blood and mucous 
that occurred 20-40 times daily.

A CT scan of the abdomen re-
vealed colonic wall thickening 
from the descending colon to 
the rectum. A flexible sigmoid-
oscopy demonstrated an area of 
congested, friable, dusky mucosa 

with overlying whitish exudate 
in the rectosigmoid colon (Fig-
ure A). Endoscopic biopsies were 
most consistent with ischemic 
colitis. A comprehensive work 
up for infectious colitis (includ-
ing Clostridium difficile, stool 
culture, ova and parasites, cy-
tomegalovirus, syphilis, herpes 
simplex virus, gonorrhea, and 
chlamydia), hypercoagulability, 
vasculitis, and illicit drugs was 
negative. 

A CT angiogram of the abdo-
men/pelvis showed widely pat-
ent mesenteric vasculature and 
diffuse mucosal thickening of 
the sigmoid colon with inflam-
matory stranding surrounding 
the mesentery of the sigmoid 
colon and rectum. There was no 
portal venous gas or pneumato-
sis coli.

Owing to ongoing abdominal 

pain and profuse bloody diar-
rhea despite optimal resusci-
tative measures, the patient 
underwent a laparoscopic-as-
sisted sigmoid resection with 
end colostomy and a Hartmann 
procedure, leaving a short rectal 
stump (Figure B), which com-
pletely abolished his symptoms.

The diagnosis is on page 36.
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CLINICAL CHALLENGES AND IMAGES

Acute biliary pancreatitis linked to poor outcomes 
in elderly patients

BY ANDREW D. BOWSER

MDedge News

C
ompared with younger patients, elderly 
patients admitted for acute biliary pan-
creatitis have increased rates of severe 

acute pancreatitis and mortality, according to 
an analysis of a nationally representative da-
tabase. 

Mortality was almost three times as high 
in elderly patients (65 years of age or older) 
after stringent matching for confounding vari-

ables, wrote researcher Kishan Patel, MD, of 
the Ohio State University, Columbus, and coau-
thors.

These findings represent a “current health 
care concern,” since the elderly population in 
the United States is expected to double within 
the next several decades and the prevalence of 
acute pancreatitis is on the rise, Dr. Patel and 
colleagues wrote in a report on the analysis in 
the Journal of Clinical Gastroenterology.

The analysis is the first, to the investigators’ 
knowledge, that addresses national-level out-
comes associated with acute biliary pancreati-
tis in elderly patients.

To evaluate clinical outcomes of elderly 
patients with acute biliary pancreatitis, Dr. 
Patel and colleagues queried the Nationwide 
Readmissions Database, which is the largest 
inpatient readmission database in the United 
States.

The investigators looked at outcomes asso-
ciated with index hospitalizations, defined as 
a patient’s first hospitalization in a calendar 
year, and found 184,763 adult patients who re-
ceived a diagnosis of acute biliary pancreatitis 
between 2011 and 2014. Of those, 41% were 
elderly. 

The mortality rate associated with the in-
dex admission was 1.96% (n = 356) for the 
elderly patients, compared with just 0.32% (n 
= 1,473) for nonelderly patients (less than 65 
years of age, P less than .001), according to the 
report.

Mortality was increased in the elderly versus 
nonelderly patients, with an odds ratio of 2.8 
(95% confidence interval, 2.2-3.5), according 
to results of a propensity score matched analy-
sis. Likewise, severe acute pancreatitis was in-
creased in the elderly, with an OR of 1.2 (95% 
CI, 1.1-1.3) in that analysis.

By contrast, patient age did not impact 30-
day readmission rates, according to results of 
a multivariate analysis that adjusted for con-
founding factors.

Mortality and severe acute pancreatitis both 
increased with age within the elderly cohort, 
further multivariate analysis showed. For ex-
ample, the ORs for mortality were 1.39 for pa-
tients aged 75-84 years and 2.21 for patients 
aged 85 years and older, the results show.

The elderly population in the United States 
is expected to almost double by 2050, ris-
ing from 48 to 88 million, Dr. Patel and col-
leagues said. The number of those aged 85 
years or older is expected to increase from 
5.9 to 18 million by 2050, at which time they 
will make up nearly 5% of the total U.S. pop-
ulation.

“This specific demographic is more suscep-
tible to common medical ailments; more trou-
bling is acute pancreatitis is one of the most 
frequent causes of hospitalization in gastroen-
terology,” Dr. Patel and colleagues wrote.

Dr. Patel and coauthors reported no financial 
conflicts of interest related to the analysis.

ginews@gastro.org 

SOURCE: Patel K et al. J Clin Gastroenterol. 2018 Aug 

28. doi: 10.1097/MCG.0000000000001108. 

Key clinical point:
Elderly patients had increased mortality (odds ra-

tio, 2.8; 95% con�dence interval, 2.2-3.5) and se-

vere acute pancreatitis (OR, 1.2; 95% CI, 1.1-1.3).

These �ndings represent a ‘current 

health care concern,’ since the elderly 

population in the United States is 

expected to double within the next 

several decades and the prevalence 

of acute pancreatitis is on the rise. 
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through the lower esophageal sphincter to the 
gastric cardia, thereby weakening the lower 
esophageal sphincter to allow passage of food.

POEM is clinically successful in 80%-90% of 
patients with achalasia. Although the procedure 
is regarded as safe and effective for achalasia, it 
has not been thoroughly researched for treat-
ment of other esophageal motility disorders, 
including junction outflow obstruction (EGJOO), 
jackhammer esophagus (JE), or esophagogas-
tric distal esophageal spasm (DES). EGJOO is 
similar to achalasia but with peristalsis and 
a mean integrated relaxation pressure (IRP) 
greater than 15 mm Hg. Both JE and DES are 
spastic esophageal disorders. Patients with JE 
exhibit extreme esophageal hypercontractility, 
whereas patients with DES have a normal mean 
IRP and at least 20% premature contractions.

“The role POEM plays in management of 
these disorders is not clear, mainly due to scar-
city of studies on this topic,” the authors wrote 
in Endoscopy International Open. “A previous 
multicenter study investigated the role of POEM 
in 73 patients with spastic esophageal disor-
ders. However, the vast majority of patients (n 
= 54) in that study had type III (spastic) acha-
lasia.” Since therapies such as botulinum toxin 
injections and calcium channel blockers are 
ineffective for many patients with nonachalasia 
esophageal motility disorders, “POEM is poten-
tially an ideal treatment.”

The international, multicenter study involved 
11 treatment centers and 50 patients. Patients 
with JE (n = 18), EGJOO (n = 15), and DES (n = 
17) were included, each diagnosed according to 
the Chicago classification of esophageal motility 
disorders. Patients with type III achalasia were 
excluded. 

Outcomes included technical success (comple-
tion of myotomy) and clinical success (Eckardt 
score at least 3 and symptom improvement). 
Prior to the procedure, the mean Eckardt score 
was 6.9 and chest pain was reported by almost 

three-quarters of the patients (72%).
Technical success was achieved in all patients. 

Myotomy thickness varied between cases; ap-
proximately half had a selective inner circular 
myotomy (48%), slightly less had a full-thick-
ness myotomy (44%), and several were unde-
fined (8%). Mean esophageal myotomy length 

was 12.5 cm and mean gastric myotomy length 
was 2.5 cm. Mean procedure time was approxi-
mately 90 minutes. Median duration of hospital 
stay was 2 days. 

Nine adverse events (AEs) occurred in eight 
patients, including submucosal hematoma, as-
piration pneumonia, inadvertent mucosotomy, 
postprocedure pain, esophageal leak, bleed, and 
symptomatic capnothorax/peritoneum.

“Although AEs occurred in 18% of patients,” 
the authors noted, “55.6% were rated as mild 
and 44.4% as moderate with no severe events. 
Most AEs can be managed intraprocedurally.”

Median follow-up time was approximately 
8 months, during which 42 patients (87.5%) 
achieved clinical success, with many dramati-
cally improved; over half of the patients (52%) 
had Eckardt scores of 0 or 1. From the group of 
patients who had chest pain prior to the proce-
dure, 87% had resolution of chest pain. Although 
reflux developed in almost a quarter of the pa-
tients (22.2%), this was successfully managed 
with proton pump inhibitors in all instances. 

Most patients (82.9%) who underwent postop-
erative manometry had resolution of preopera-
tive abnormalities.

Subgroup analysis also was performed. Clinical 
success was achieved in 94.1% of patients with 
DES, 93.3% of patients with EGJOO, and 75.0% 
with JE. Collectively, the spastic disorders (DES/
JE) had a lower numerical response than EGJOO. 
However, the authors noted that “the difference 
was not statistically significant (P = .41), likely a 
type II error due to the relatively small number 
of included patients.” In all subgroups, postpro-
cedural mean Eckardt scores decreased to less 
than 2. Patients with EGJOO were most likely to 
achieve Eckardt scores of 0 or 1. AEs were simi-
lar between subgroups.

“Remarkably, chest pain improved in more 
than 85% of patients,” the authors wrote. 
“Chest pain is frequently the major presenting 
symptom in these disorders and is difficult to 
treat.”

“It is important to mention that a long esoph-
ageal myotomy is essential to ensure that prox-
imal esophageal spasms are effectively covered 
and treated,” the authors wrote. “Mean length of 
esophageal myotomy in patients with DES and 
JE in the current study was about 14 cm, which 
is more than twice the length of a typical endo-
scopic or surgical myotomy performed in achala-
sia patients.”

Even with the need for an extended myoto-
my, “results from the current study along with 
published data suggest POEM as an effective 
technique” for nonachalasia esophageal motili-
ty disorders, the authors concluded. 

Since retrospective studies are inherently lim-
ited by design, the authors encouraged random-
ized trials to clarify the primary role of POEM 
in the management of nonachalasia esophageal 
motility disorders.

The authors reported compensation from 
Olympus, Boston Scientific, and Cook Medical.

ginews@gastro.org 

SOURCE: Khashab MA et al. Endosc Int Open. 2018 Aug 

10. doi: 10.1055/a-0625-6288.

May be an ‘ideal treatment’
POEM from page 1
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Patients who fail PPIs often have functional heartburn
BY HEIDI SPLETE

MDedge News

A
bnormal pH results were 
similar in patients with gas-
troesophageal reflux disease 

(GERD) who improved or failed 
to improve on a once-daily dose 
of a proton pump inhibitor (PPI), 
but 75% of patients who failed 
treatment demonstrated either 
functional heartburn or reflux hy-
persensitivity, based on data from 
29 adults. 

Previous research on PPI failure 
in GERD patients has focused on 
twice-daily doses; “the purpose 
of the study was to compare im-
pedance-pH parameters between 

patients who failed versus those 
who responded to PPIs once daily,” 
wrote Jason Abdallah, MD, of Case 
Western Reserve University in 
Cleveland and colleagues. 

In a study published in Clinical 
Gastroenterology and Hepatol-
ogy, the investigators reviewed 
data from adults diagnosed with 
GERD who were treated with PPI 
therapy. The 16 who reported 
heartburn and/or regurgitation at 

least twice a week for 3 months 
while on a standard, once-daily 
PPI dose were classified as the 
failure group. The 13 patients who 
reported complete symptom res-
olution for at least 4 weeks while 
on the same standard dose were 
classified as the success group.

Most of the patients in the 
PPI-failure group (75%) were 
found to have either functional 
heartburn or reflux hypersensitiv-
ity with GERD. Impedance and pH 
parameters did not differ signifi-
cantly between the PPI-failure and 
-success group, the researchers 
noted. Abnormal pH test results 
were similar between the groups, 
occurring in four of the patients 

who were successfully treated 
with PPI (31%) and four of the 
patients who failed PPI treatment 
(25%).

All patients completed the 
Short-Form 36 (SF-36) and GERD 
Health-Related Quality of Life 
(GERD-HRQL) questionnaires, and 
all underwent upper endoscopy 
and combined 24-hour esophageal 
impedance and pH monitoring 
within 2-4 weeks of study en-
rollment and while following PPI 
treatment. There were no signif-
icant differences in demographic 
characteristics between the suc-
cess and failure groups. 

The patients in the success group 

In all subgroups, postprocedural mean 

Eckardt scores decreased to less than 

2. ‘Remarkably, chest pain improved in 

more than 85% of patients,’ the authors 

wrote. ‘Chest pain is frequently the 

major presenting symptom in these 

disorders and is dif�cult to treat.’

Continued on page 32

Key clinical point: 
Most (75%) of the patients who failed 

PPI treatment had functional heartburn 

or re�ux hypersensitivity with GERD. 
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averaged higher scores on the SF-
36 than did the failure group, but 
the difference was not significant. 
On the GERD-HRQL, treatment-
failure patients reported that over-
all heartburn and heartburn or 
bloating while lying down were the 
symptoms they found most annoy-
ing on a daily basis.

Among the treatment-failure 
patients, 10 (62%) had normal 
acid exposure and negative symp-
tom-reflux association, 2 patients 
(13%) had normal acid exposure 

and positive symptom-reflux asso-
ciation, and 4 patients (25%) had 
abnormal esophageal acid expo-
sure. 

Endoscopy findings were nor-
mal in most of the patients in both 
groups; 81% of the treatment- 
failure and 69% of the treat-
ment-success patients had normal 
upper endoscopy findings.  

“Our results support the hypoth-
esis that PPI failure is primarily 
driven by esophageal hypersensi-
tivity,” the researchers noted. The 
similarity in impedance and reflux 
“implies that the shift to nonacidic 
reflux is a general PPI phenome-
non, as opposed to being unique to 
PPI-failure patients,” they said. 

The study was limited by the 
small patient population, but the 
results provide some insight into 
refractory GERD and suggest that 
patients who fail to respond to 
once-daily PPI might benefit from 
a neuromodulator, as well as psy-
chological interventions including 
cognitive-behavioral therapy, relax-
ation techniques, and biofeedback, 
the researchers concluded.

Dr. Abdallah had no conflicts 
to disclose; a coauthor disclosed 
relationships with companies in-
cluding Ironwood Pharmaceuticals, 
Mederi Therapeutics, and Ethicon 
Pharmaceuticals.

ginews@gastro.org

SOURCE: Abdallah J et al. Clin Gastro-

enterol Hepatol. 2018; doi: 10.1016/j.

cgh.2018.06.018.
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The results provide some insight 

into refractory GERD and suggest 

that patients who fail to respond 

to once-daily PPI might bene�t 

from a neuromodulator, as well 

as psychological interventions.
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4 CONTRAINDICATIONS – PLENVU is contraindicated in the 
following conditions: gastrointestinal (GI) obstruction [see 
Warnings and Precautions (5.6)], bowel perforation [see 
Warnings and Precautions (5.6)], gastric retention, ileus, toxic 
megacolon, and hypersensitivity to any ingredient in PLENVU 
[see Warnings and Precautions (5.10)]. 

5 WARNINGS AND PRECAUTIONS

5.1 Serious Fluid and Electrolyte Abnormalities – Advise 
patients to hydrate adequately before, during, and after the 
use of PLENVU. If a patient develops significant vomiting 
or signs of dehydration after taking PLENVU, consider 
performing post-colonoscopy laboratory tests (electrolytes, 
creatinine, and BUN). Bowel preparations can cause fluid and 
electrolyte disturbances, which can lead to serious adverse 
reactions including cardiac arrhythmias, seizures, and renal 
impairment. Correct fluid and electrolyte abnormalities before 
treatment with PLENVU. PLENVU should be used with caution 
in patients using concomitant medications that increase the 
risk of electrolyte abnormalities [such as diuretics, angiotensin 
converting enzyme (ACE) inhibitors or angiotensin receptor 
blockers (ARBs)] [see Drug Interactions (7.1)]. Consider 
performing pre-dose and post-colonoscopy laboratory tests 
(sodium, potassium, calcium, creatinine, and BUN) in patients 
receiving these concomitant medications. 

5.2 Cardiac Arrhythmias – There have been rare reports 
of serious arrhythmias (including atrial fibrillation) associated 
with the use of ionic osmotic laxative products for bowel 
preparation. These occur predominantly in patients with 
underlying cardiac risk factors and electrolyte disturbances. 
Use caution when prescribing PLENVU for patients at 
increased risk of arrhythmias (e.g., patients with a history 
of prolonged QT, uncontrolled arrhythmias, recent myocardial 
infarction, unstable angina, congestive heart failure, 
cardiomyopathy or electrolyte imbalance). Consider pre-dose 
and post-colonoscopy ECGs in patients at increased risk of 
serious cardiac arrhythmias.

5.3 Seizures – There have been rare reports of generalized 
tonic-clonic seizures and/or loss of consciousness associated 
with use of bowel preparation products in patients with no 
prior history of seizures. The seizure cases were associated 
with electrolyte abnormalities (e.g., hyponatremia, 
hypokalemia, hypocalcemia, and hypomagnesemia) and 
low serum osmolality. The neurologic abnormalities resolved 
with correction of fluid and electrolyte abnormalities. Use 
caution when prescribing PLENVU for patients with a history 
of seizures and in patients at increased risk of seizure, 
such as patients taking medications that lower the seizure 
threshold (e.g., tricyclic antidepressants), patients withdrawing 
from alcohol or benzodiazepines, or patients with known or 
suspected hyponatremia [see Drug Interactions (7.1)].

5.4 Use in Patients with Renal Impairment – Use PLENVU 
with caution in patients with renal impairment or patients 
taking concomitant medications that affect renal function 
(such as diuretics, ACE inhibitors, ARBs, or nonsteroidal 
anti-inflammatory drugs) [see Drug Interactions (7.1)]. These 
patients may be at risk for renal injury. Advise these patients of 
the importance of adequate hydration before, during and after 
the use of PLENVU, and consider performing pre-dose and 
post-colonoscopy laboratory tests (electrolytes, creatinine, and 
BUN) in these patients [see Use In Specific Populations (8.6)]. 

5.5 Colonic Mucosal Ulceration, Ischemic Colitis and 
Ulcerative Colitis – Osmotic laxatives may produce colonic 
mucosal aphthous ulcerations, and there have been reports of 
more serious cases of ischemic colitis requiring hospitalization. 
Concurrent use of stimulant laxatives and PLENVU may 
increase the risk and is not recommended. Consider the 
potential for mucosal ulcerations resulting from the bowel 
preparation when interpreting colonoscopy findings in patients 
with known or suspected inflammatory bowel disease. 

5.6 Use in Patients with Significant Gastrointestinal 
Disease – If gastrointestinal obstruction or perforation is 
suspected, perform appropriate diagnostic studies to rule 
out these conditions before administering PLENVU [see 
Contraindications (4)]. Use with caution in patients with severe 
ulcerative colitis.

5.7 Aspiration – Patients with impaired gag reflex or other 
swallowing abnormalities are at risk for regurgitation or 
aspiration of PLENVU. Observe these patients during the 
administration of PLENVU. Use with caution in these patients. 

5.8 Glucose-6-Phosphate Dehydrogenase (G6PD) 
Deficiency – Since PLENVU contains sodium ascorbate and 
ascorbic acid, PLENVU should be used with caution in patients 
with glucose-6-phosphate dehydrogenase (G6PD) deficiency, 
especially G6PD deficiency patients with an active infection, 
with a history of hemolysis, or taking concomitant medications 
known to precipitate hemolytic reactions. 

5.9 Risks in Patients with Phenylketonuria – Phenylalanine 
can be harmful to patients with phenylketonuria (PKU). 
PLENVU contains phenylalanine, a component of aspartame. 
Each PLENVU treatment contains 491 mg of phenylalanine. 

Before prescribing PLENVU to a patient with PKU, consider 
the combined daily amount of phenylalanine from all sources, 
including PLENVU. 

5.10 Hypersensitivity Reactions – PLENVU contains PEG 
and may cause serious hypersensitivity reactions including 
anaphylaxis, angioedema, rash, urticaria, and pruritus [see 
Adverse Reactions (6.1, 6.2)]. Inform patients of the signs 
and symptoms of anaphylaxis, and instruct them to seek 
immediate medical care should signs and symptoms occur. 

6 ADVERSE REACTIONS – The following serious or otherwise 
important adverse reactions for bowel preparations are 
described elsewhere in the labeling: Serious Fluid and 
Electrolyte Abnormalities [see Warnings and Precautions 
(5.1)], Cardiac Arrhythmias [see Warnings and Precautions 
(5.2)], Seizures [see Warnings and Precautions (5.3)], Patients 
with Renal Impairment [see Warnings and Precautions (5.4)], 
Colonic Mucosal Ulceration, Ischemic Colitis and Ulcerative 
Colitis [see Warnings and Precautions (5.5)], Patients 
with Significant Gastrointestinal Disease [see Warnings 
and Precautions (5.6)], Aspiration [see Warnings and 
Precautions (5.7)], Glucose-6-Phosphate Dehydrogenase 
(G6PD) Deficiency [see Warnings and Precautions (5.8)], 
Risks in Patients with Phenylketonuria [see Warnings and 
Precautions (5.9)], Hypersensitivity Reactions [see Warnings 
and Precautions (5.10)].

6.1 Clinical Trials Experience – 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 PLENVU 
as a Two-Day Split-Dosing and One-Day Morning Dosing 
Regimen was evaluated in two randomized, parallel group, 
multicenter, investigator-blinded clinical trials (Two-Day Split-
Dosing in the NOCT and MORA trials and One-Day Morning 
Dosing in the MORA trial) in 1351 adult patients undergoing 
colonoscopy. The mean age of the study population was 56 
years (range 18 to 86 years), 92% of patients were Caucasian 
and 51% were female. In the NOCT trial, 61% of patients had 
mild renal impairment. In the MORA trial, 67% had mild renal 
impairment and 5% had moderate renal impairment. Patients 
with severe renal impairment were not enrolled in the clinical 
trials of PLENVU [see Clinical Studies (14)]. The most common 
adverse reactions (>2%) in the PLENVU treatment groups in 
both trials were: nausea, vomiting, dehydration and abdominal 
pain/discomfort. Common adverse reactions reported in at 
least 1% of patients undergoing colonoscopy in the NOCT trial, 
including PLENVU two-day split dosing regimen group (N=275) 
and the Trisulfate two-day split dosing regimen group (N=271), 
were nausea (7%, PLENVU vs 2%, Trisulfate), vomiting (6% vs 
3%), dehydration (4% vs 2%), abdominal pain/discomfort (2% 
for both groups), decline in glomerular filtration rate (GFR) (2% 
for both groups), electrolyte abnormalities (2% vs 1%), fatigue 
(2% vs 1%), headache (2% vs 1%), abdominal distension 
(1% for both groups), gastritis (1% for both groups), hiatus 
hernia (1% vs 0%), and nasopharyngitis (1% for both groups). 
Common adverse reactions reported in at least 1% of patients 
undergoing colonoscopy in the MORA trial, including PLENVU 
one-day morning dosing regimen group (N=271), PLENVU 
two-day split dosing regimen group (N=265), and 2 liter PEG + 
electrolytes two-day split-dosing regimen group (N=269) were 
vomiting (7% PLENVU one-day morning dosing, 4% PLENVU 
2-day split dosing, 1% 2 liter PEG + electrolytes two-day split-
dosing), nausea (6%, 6%, and 3% respectively), dehydration 
(4%, 3%, and 2% respectively), abdominal pain/discomfort 
(3%, 2%, and 3% respectively), hypertension (2%, 1%, and 0% 
respectively), headache (1%, 2%, and 2% respectively), and 
electrolyte abnormalities (1%, 1%, and 0% respectively). Since 
diarrhea was considered as a part of the efficacy assessment, 
it was not defined as an adverse reaction in these trials.

Increases in serum sodium, chloride, calcium, magnesium, 
phosphate, and urate were noted in more patients treated 
with PLENVU compared with control in one or both trials. The 
majority of these changes were transient and not clinically 
significant. Associated decreases in bicarbonate and increases 
in serum osmolality were also noted. Decreases in creatinine 
clearance and increases in blood urea nitrogen (BUN) were 
also noted in more patients treated with PLENVU compared 
to control in both trials. Changes of a magnitude indicative of 
possible acute renal injury, or worsening of baseline chronic 
renal impairment, were noted infrequently and occurred at 
a similar incidence in both PLENVU and comparator arms. 
Adverse reactions in patients with mild renal impairment were 
similar to those in patients with normal renal function. Less 
common adverse reactions (less than 1%) in the NOCT and 
MORA trials included: anorectal discomfort, hypersensitivity 
reaction (including rash), migraine, somnolence, asthenia, 
chills, pains, aches, palpitation, sinus tachycardia, hot flush, 
and transient increase in liver enzymes. An additional 235 
patients were exposed to the One-Day Morning Dosing 
Regimen of PLENVU in a third clinical trial, utilizing a 
comparator not approved in the United States. The adverse 
reaction profile for patients receiving PLENVU in that trial was 
similar to what is described above.

6.2 Postmarketing Experience – The following adverse 
reactions have been identified during post-approval use of 
another oral formulation of polyethylene glycol 3350, sodium 
ascorbate, sodium sulfate, ascorbic acid, sodium chloride and 
potassium chloride or other polyethylene glycol (PEG)-based 
bowel preparations. Because these reactions are reported 
voluntarily from a population of uncertain size, it is not always 
possible to reliably estimate their frequency or establish a 

causal relationship to drug exposure. Hypersensitivity: 
urticaria/rash, pruritus, dermatitis, rhinorrhea dyspnea, chest 
and throat tightness, fever, angioedema, anaphylaxis and 
anaphylactic shock [see Contraindications (4)]; Cardiovascular: 
arrhythmia, atrial fibrillation, peripheral edema, asystole, and 
acute pulmonary edema after aspiration; Gastrointestinal: 
upper gastrointestinal bleeding from a Mallory-Weiss tear, 
esophageal perforation [usually with gastroesophageal reflux 
disease (GERD)]; Nervous system: tremor, seizure.

7 DRUG INTERACTIONS 

7.1 Drugs That May Increase Risks Due to Fluid and 
Electrolyte Abnormalities – Use caution when prescribing 
PLENVU for patients with conditions and/or who are using 
medications that increase the risk of fluid and electrolyte 
disturbances or may increase the risk of renal impairment, 
seizures, arrhythmias, or QT prolongation in the setting of fluid 
and electrolyte abnormalities [see Warnings and Precautions 
(5.1, 5.2, 5.3, 5.4)]. Consider additional patient evaluations 
as appropriate. 

7.2 Potential for Reduced Drug Absorption – PLENVU 
can reduce the absorption of other coadministered drugs. 
Administer oral medications at least 1 hour before the start 
of administration of each dose of PLENVU [see Dosage and 
Administration (2.1)]. 

7.3 Stimulant Laxatives – Concurrent use of stimulant 
laxatives and PLENVU may increase the risk of mucosal 
ulceration or ischemic colitis. Avoid use of stimulant laxatives 
(e.g., bisacodyl, sodium picosulfate) while taking PLENVU [see 
Warnings and Precautions (5.5)]. 

8 USE IN SPECIFIC POPULATIONS 

8.1 Pregnancy – There are no available data with PLENVU in 
pregnant women to inform a drug-associated risk for adverse 
developmental outcomes. Animal reproduction studies have 
not been conducted with PLENVU. The estimated background 
risk of major birth defects and miscarriage for the indicated 
population is unknown. All pregnancies have a background 
risk of birth defect, loss, or other adverse outcomes. In the 
U.S. general population, the estimated background risk of 
major birth defects and miscarriage in clinically recognized 
pregnancies is 2% to 4% and 15% to 20%, respectively. 

8.2 Lactation – There are no data available to assess the 
presence of PLENVU in human milk, the effects on the 
breastfed child or the effects on milk production. The lack of 
clinical data during lactation precludes a clear determination 
of the risk of PLENVU to a child during lactation; therefore, the 
developmental and health benefits of breastfeeding should be 
considered along with the mother’s clinical need for PLENVU 
and any potential adverse effects on the breastfed child from 
PLENVU or from the underlying maternal condition. 

8.4 Pediatric Use – The safety and effectiveness of PLENVU 
in pediatric patients has not been established. 

8.5 Geriatric Use – Of the approximately 1000 patients in 
clinical trials receiving PLENVU, 217 (21%) patients were 
over 65 years of age. No overall differences in safety or 
effectiveness were observed between geriatric patients and 
younger patients, and other reported clinical experience has 
not identified differences in responses between geriatric 
patients and younger patients. However, elderly patients 
are more likely to have decreased hepatic, renal or cardiac 
function and may be more susceptible to adverse reactions 
resulting from fluid and electrolyte abnormalities [see 
Warnings and Precautions (5.1)]. 

8.6 Renal Impairment – Use PLENVU with caution in 
patients with renal impairment or patients taking concomitant 
medications that may affect renal function [see Drug 
Interactions (7.1)]. These patients may be at risk for renal 
injury. Advise these patients of the importance of adequate 
hydration before, during and after the use of PLENVU, and 
consider performing baseline and post-colonoscopy laboratory 
tests (electrolytes, creatinine, and BUN) in these patients [see 
Warnings and Precautions (5.4)]. 

10 OVERDOSAGE – Overdosage of more than the 
recommended dose of PLENVU may lead to severe electrolyte 
disturbances, as well as dehydration and hypovolemia, with 
signs and symptoms of these disturbances [see Warnings 
and Precautions (5.1)]. Monitor for fluid and electrolyte 
disturbances and treat symptomatically. 

17 PATIENT COUNSELING INFORMATION – See FDA-
approved Medication Guide and Instructions for Use in the 
full Prescribing Information for PLENVU.
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Women, older patients at risk of more aggressive PBC
BY BIANCA NOGRADY

MDedge News

A
large, real-world study of pri-
mary biliary cholangitis (PBC) 
has revealed that patients 

who are female, older, or have other 
autoimmune diseases are likely to 
have a more progressed and aggres-
sive disease profile.

In the Journal of Clinical Gastro-
enterology, researchers reported the 
findings of a medical records data-
base study involving 15,875 patients 
with PBC – previously known as 
primary biliary cirrhosis – a chronic, 
autoimmune form of liver disease.

Overall, more than one-third of 
patients (38.3%) had high levels 
of alkaline phosphatase – a mark-
er for treatment nonresponse, 

defined as at least 1.5 times the 
upper limit of the normal range, 
which is also an indicator of ad-
verse outcomes and of progression 
to high-risk liver disease. 

These patients were more likely 
to be female, and more likely to have 
been diagnosed more than 1 year 
prior than patients whose alkaline 
phosphatase levels were not high. 
They were also more likely to be 
older, from the Midwest or Southern 
regions of the United States, have 
cirrhosis, or have other autoimmune 
diseases such as Sjögren’s syndrome 
and rheumatoid arthritis. 

Patients with high alkaline phos-
phatase also showed higher ami-
notransferase and bilirubin levels, 
more cirrhosis, pruritus, and jaun-
dice, and lower albumin levels.

Conversely, male patients had 
a higher incidence of cirrhosis, 
the study found. Other factors 
independently associated with cir-
rhosis included older age, having 
Medicaid insurance, having high 
alkaline phosphatase, and certain 
autoimmune conditions such as 
type 1 diabetes, autoimmune hepa-
titis, and ulcerative colitis.

Zobair M. Younossi, MD, from the 
Center for Liver Diseases at Inova 
Fairfax Hospital, Falls Church, Va., 
and his coauthors said the results 
suggest many patients with PBC 
have progressed further in their 
condition than previously thought. 

“This implies that a heightened 

Key clinical point:
More than one-third of patients 
with PBC have high levels of alka-
line phosphatase. 

focus on these patients with a goal 
toward treating more optimally 
should be considered to reduce 
their probability of disease progres-
sion,” they wrote. “Once cirrhosis 
develops, adverse patient outcomes 

such as increased mortality and ad-
verse health care system outcomes 
such as excessive resource utiliza-
tion increases substantially.”

The authors noted that most pa-
tients were female and white – con-

sistent with previous reports of PBC 
– but the mean age of 60 years was 
older than expected.

“Our data suggest that PBC pa-
tients may be getting older and this 
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Outpatient costs soar for Medicare patients with CH-B
BY WILL PASS

MDedge News

The average cost of outpatient 
care for Medicare recipients with 

chronic hepatitis B (CH-B) rose by 
400% from 2005 to 2014, according 
to investigators. 

“The Centers for Disease Control 
[and Prevention] estimates that 
Asians, who comprise 5% of the U.S. 
population, account for 50% of all 
chronic CH-B infections,” Min Kim, 
MD, of the Inova Fairfax Hospital 
Center for Liver Diseases in Falls 
Church, Va., and her colleagues wrote 
in the Journal of Clinical Gastroen-
terology. However, the clinical and 
economic impacts of an aging immi-
grant population are unknown. The 
investigators therefore assessed pa-
tient characteristics associated with 
increased 1-year mortality and the 
impact of demographic changes on 
Medicare costs. 

The retrospective study began 
with a random sample of Medicare 

beneficiaries from 2005 to 2014. 
From this group, 18,603 patients 
with CH-B were identified by ICD-9 
codes V02.61, 070.2, 070.3, 070.42, 
and 070.52. Records containing 
insufficient information were ex-
cluded. Patients were analyzed 
collectively and as inpatients (n = 
6,550) or outpatients (n = 13,648). 

Cost of care (per patient, per year) 
and 1-year mortality were evaluated. 
Patient characteristics included age, 
sex, race/ethnicity, geographic region, 
type of Medicare eligibility, length 
of stay, Charlson comorbidity index, 
presence of decompensated cirrho-
sis, and/or hepatocellular carcinoma 
(HCC).

Most dramatically, outpatient 
charges rose more than 400% during 
the study period, from $9,257 in 
2005 to $47,864 in 2014 (P less than 
.001). Inpatient charges increased 
by almost 50%, from $66,610 to 
$94,221 (P less than .001). (All values 
converted to 2016 dollars.) 

The authors noted that costs held 

steady before spiking dramatically, 
reaching a peak of $58,450 in 2013 
then settling down to $47,864 the fol-
lowing year. This spike may be caused 
by changes in screening measures 
and policies. In 2009, the American 
Association for the Study of Liver 
Diseases expanded screening guide-
lines to include previously ineligible 
patients with CH-B, and in 2010, the 
Centers for Medicare & Medicaid 
Services expanded ICD-9 and ICD-10 
codes for CH-B from 9 to 25.

The authors reported that 1-year 
mortality was independently associ-
ated most strongly with decompen-
sated cirrhosis (odds ratio, 3.02) and 
HCC (OR, 2.64). In comparison with 
white patients, Asians were less likely 
to die (OR, 0.47). 

The authors wrote. “A majority of 
Asian Medicare recipients with CH-B 
likely acquired it perinatally and did 
not develop significant liver disease. 
... Whites with CH-B generally ac-
quired it in adulthood, increasing the 
chance of developing liver disease.”

Over the 10-year study period, 
Medicare beneficiaries with CH-B 
were more frequently Asian and less 
frequently male. While the number of 
outpatient visits and average Charl-
son comorbidity index increased, 
decreases were reported for length 
of stay, rates of 1-year mortality, hos-
pitalization, and HCC – the latter of 
which is most closely associated with 
higher costs of care.

The investigators suggested that 
the decreased incidence of HCC was 
caused by “better screening programs 
for HCC and/or more widespread use 
of antiviral treatment for CH-B.” 

Study funding was provided by Se-
attle Genetics. One coauthor reported 
compensation from Gilead Sciences, 
AbbVie, Bristol-Myers Squibb, and 
others.

ginews@gastro.org 

SOURCE: Kim M et al. J Clin Gas-

tro. 2018 Aug 13. doi: 10.1097/

MCG.0000000000001110.

could have major implications for Medicare,” they 
wrote. The study also examined how patients 
used health care resources, and found those with 
alkaline phosphatase levels more than 1.5 times 
the upper range of normal had significantly higher 
use. For example, they had significantly more all-
cause and disease-related visits to the doctor and 
more use of outpatient resources for all causes. 

They also had significantly more cumulative 
days of treatment with ursodeoxycholic acid – the 
standard treatment for PBC – at 528.4 days, com-
pared with 41.6 days in individuals without high 
alkaline phosphatase levels. However they were 
no more likely to undergo imaging procedures. 

Patients with cirrhosis were also more likely 
to have higher levels of health care utilization, 
compared with patients without cirrhosis, partic-
ularly use of outpatient services, inpatient stays, 
and ED visits. 

Given that more advanced disease and pres-
ence of cirrhosis were both major drivers of 
increased health care use, the authors called for 
better identification and treatment of these pa-
tients. “This should not only potentially improve 
patients’ long-term outcomes but also aid in the 
reduction or delay of conceivably costly health 
resource utilization,” they wrote.

Two authors declared research funding or con-
sulting fees from the pharmaceutical industry, 
and one author was an employee of Intercept 
Pharmaceuticals. No other conflicts of interest 
were declared. 

ginews@gastro.org 

SOURCE: Younossi ZM et al. J Clin Gastroenterol. 2018 Aug 

24. doi: 10.1097/MCG.0000000000001120. 

Study examines the world’s alcohol use
BY RICHARD FRANKI

MDedge News

Approximately one-third of the earth’s pop-
ulation – that’s 2.4 billion people – drinks 

alcohol, and 2.8 million deaths a year are 
caused by alcohol-related problems, according 
to a massive study estimating alcohol use and 
health effects in 195 countries. 

In 2016, males overall consumed more than 
twice as many drinks per day as females: 1.70 
versus 0.73. Alcohol consumption in those aged 
15-95 years was highest in the top quintile of 
countries according to sociodemographic devel-
opment for both males (2.9 drinks per day) and 
females (1.9) and lowest in the bottom quintile of 
countries for males (1.4) and the second-lowest 
quintile for females (0.3), Max G. Griswold, MA, 
of the University of Washington, Seattle, and his 
associates said in the Lancet.

Denmark had the highest prevalence of current 
drinkers of any country for both males (97%) 
and females (95%) in 2016; Pakistan was lowest 
for males (0.8%) and Bangladesh was lowest for 
females (0.3%). The United States had a prev-
alence of 72% for males and 60% for females, 
along with consumption rates of 3.2 drinks per 
day for males and 1.9 for females. Alcohol-related 
diseases caused 6.7% of male deaths and 2.3% of 
female deaths in the United States, both close to 
the global numbers of 6.8% for males and 2.2% 
for females, the investigators said.

The analysis, conducted within the framework 
of the Global Burden of Diseases, Injuries, and 
Risk Factors Study, showed that even a single 
alcoholic drink a day increases the risk of devel-

oping 1 of the 23 alcohol-related health problems 
by 0.5% a year for people aged 15-95 years, 
which translates into a rate of 918 per 100,000 
population, compared with 914 per 100,000 for 
nondrinkers. Consuming two drinks a day raises 
the risk to 7%, which would be an incidence of 
977 per 100,000, and those who have five drinks 
a day increase their risk by 37%, which works 
out to 1,252 people per 100,000 who would de-
velop an alcohol-related disease.

In an editorial comment, Robyn Burton, PhD, 
of King’s College London and Nick Sheron, MD, 
of the University of Southampton (England), 
wrote that “the conclusions of the study are 
clear and unambiguous: Alcohol is a colossal 
global health issue and small reductions in 
health-related harms at low levels of alcohol 
intake are outweighed by the increased risk of 
other health-related harms, including cancer. … 
These diseases of unhealthy behaviors, facili-
tated by unhealthy environments and fueled by 
commercial interests putting shareholder value 
ahead of the tragic human consequences, are 
the dominant health issue of the 21st century. 
The solutions are straightforward: Increasing 
taxation creates income for hard-pressed health 
ministries.”

The study was funded by the Bill and Melinda 
Gates Foundation. Mr. Griswold did not disclose 
any conflicts, but six of his several hundred coau-
thors did make such disclosures. 

rfranki@mdedge.com 

SOURCE: Griswold MG et al. Lancet. 2018 Aug 23. doi: 

10.1016/S0140-6736(18)31310-2.

Continued from previous page

34 LIVER DISEASE  OCTOBER 2018  •  GI  & HEPATOLOGY NEWS



*,+(3B�5
8/23/2018   10:12:12 AM



36 LIVER DISEASE OCTOBER 2018  •  GI  & HEPATOLOGY NEWS

FDA approves 
lenvatinib for HCC

BY LAURA NIKOLAIDES

MDedge News

The Food and Drug Administration 
approved lenvatinib (Lenvima) for 

first-line treatment of patients with unre-
sectable hepatocellular carcinoma (HCC). 

Approval was based on a noninferiority 
trial of 954 patients with previously un-
treated, metastatic or unresectable HCC, 
comparing treatment with lenvatinib to 
sorafenib, according to an FDA statement. 

Lenvatinib was found noninferior but 
not statistically superior to sorafenib for 
overall survival (hazard ratio, 0.92; 95% 
confidence interval, 0.79-1.06). Median 
overall survival was 13.6 months for pa-
tients in the lenvatinib arm, compared 
with 12.3 months for patients in the 
sorafenib arm. 

The most common adverse reactions 
with lenvatinib were hypertension, 
fatigue, diarrhea, decreased appetite, 
arthralgia/myalgia, decreased weight, 
abdominal pain, palmar-plantar erythro-
dysesthesia syndrome, proteinuria, 
dysphonia, hemorrhagic events, hypothy-
roidism, and nausea.

The recommended lenvatinib dosages 
are 12 mg orally once daily in patients 
weighing 60 kg or greater actual body 
weight or 8 mg orally once daily in pa-
tients weighing less than 60 kg actual body 
weight, the FDA said.

lnikolaides@mdedge.com

CLINICAL CHALLENGES AND IMAGES

The diagnosis
Answer to “What is your 
diagnosis?” on page 28: 
Idiopathic myointimal hyperplasia 
of the mesenteric veins

Gross examination of the recto-
sigmoid colon resected from 

this patient demonstrated trans-
mural fibrosis. The mucosa was 
necrotic and hemorrhagic with a 
granular and cobblestone pattern 
(Figure B). Histopathologic exam-
ination of the mucosa revealed 
veins with myointimal hyperplasia 
with sparing of arterial vascu-
lature (Figure C; stain: elastin; 
original magnification, ×10). The 
combined findings via endoscopy 
and histopathology confirmed the 
diagnosis of idiopathic myointi-
mal hyperplasia of the mesenteric 
veins (IMHMV).

IMHMV is a rare cause of proc-
tosigmoiditis first described in a 
case series of four patients in 1991 

by Genta and Haggitt.1 Owing to 
its clinical presentation of lower 
quadrant abdominal pain, diar-
rhea, hematochezia, and mucous 
in the stools, the diagnosis is often 
mistaken for inflammatory bowel 
disease. However, the endoscopic 
and pathologic findings of IHMVH 
resemble ischemic colitis. IMHMV 
is refractory to medical treatment 
and its definitive diagnosis and 
curative management involves 
surgical resection of the involved 
segment (often the rectosigmoid 

colon). The precise pathophysi-
ology of IMHMV is unclear. His-
topathologic analysis of veins in 
the involved segment of colon can 
demonstrate changes similar to 
those of failed saphenous grafts 
from coronary artery bypass.2

Myointimal hyperplasia of the 
mesenteric veins occurs (best iden-
tified with elastin stain on histopa-
thology) with near total occlusion 
of the venous lumen and without 
any associated inflammatory infil-
trate or arterial involvement.3

After colectomy, our patient’s 
abdominal symptoms resolved and 
follow-up colonoscopy at 6 months 
did not reveal recurrence of 
IMHMV, at which time, the patient 
underwent take-down of his colos-
tomy. In the year after colostomy 
take-down, the patient showed 
no clinical or endoscopic signs of 
colitis while off of all medical ther-
apies. Here, we present the first 
case of a successful take-down of a 

curative colostomy for an IMHMV 
patient, a treatment course not 
described previously in the litera-
ture. Prompt diagnosis and timely 
surgical intervention may allow for 
avoidance of permanent colostomy 
in patients with IMHMV.

References
1. Genta R.M., Haggitt, R.C. Idio-

pathic myointimal hyperplasia of 
mesenteric veins. Gastroenterolo-
gy. 1991;101:533-9.

2. Abu-Alfa A.K., Ayer U., West
A.B. Mucosal biopsy findings and 
venous abnormalities in idio-
pathic myointimal hyperplasia of 
the mesenteric veins. Am J Surg 
Pathol. 1996;20:1271-8.

3. Chiang C.K., Lee C.L., Huang
C.S., et al. A rare cause of ischemic
proctosigmoiditis: Idiopathic myo-
intimal hyperplasia of mesenteric
veins. Endoscopy. 2012;44:54-5.
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Prealbumin level predicts outcomes 
for HCC resection

BY ANDREW D. BOWSER

MDedge News

P
reoperative prealbumin levels independently 
predicted survival after curative liver resection 
for hepatocellular carcinoma (HCC) in a recent 

multicenter, retrospective study.
By contrast, preoperative albumin levels did not 

predict long-term overall or relapse-free survival in 
the analysis, which was reported by Tian Yang, MD, 
and Feng Shen, MD, along with their coinvestiga-
tors, in the journal HPB.

Those findings suggest that serum prealbumin is 
superior to the widely used serum albumin level as a 
marker of nutritional status and liver function in this 
setting, according to Dr. Yang and Dr. Shen, who are 
with the department of hepatobiliary surgery at East-
ern Hepatobiliary Surgery Hospital, Shanghai, China.

“The importance of preoperative prealbumin level 
in predicting long-term prognosis after liver resec-
tion for HCC should be given adequate attention by 
hepatic surgeons,” they wrote in their report. 

The retrospective analysis included a total of 
1,483 patients with HCC newly diagnosed at one of 
six medical institutions in China during 2001-2014. 
Of those patients, 1,046 (71%) had normal preal-
bumin levels (above 170 mg/L) measured within 
a week before surgery, while the remaining 437 
(29%) had low prealbumin levels.

Overall survival was a mean of 72 months for the 
low prealbumin group versus 99 months for the 
normal prealbumin group (P less than .001), with a 
corresponding 5-year overall survival of 31% ver-
sus 43%, respectively, investigators reported

Likewise, relapse-free survival was a mean of 56 
months for the low prealbumin group versus 77 

months for the normal prealbumin groups (P less 
than .001), with 5-year relapse-free survival rates of 
20% and 28%, respectively.

In multivariable Cox-regression analyses, the 
hazard ratios of low preoperative prealbumin level 
for risk of decreased overall survival and for risk 
of decreased relapse-free survival were 1.45 (95% 
confidence interval, 1.24-1.70) and 1.28 (95% CI, 
1.10-1.48), respectively. 

By contrast, preoperative albumin level was not 
an independent predictor of either overall or  
relapse-free survival in multivariate analyses, ac-
cording to investigators.

Despite these findings, it remains controversial as 
to which marker is more accurate as a measure of 
nutritional status, investigators wrote in their report. 

While albumin is more commonly used in clini-
cal practice, they explained, multiple studies have 
shown prealbumin is more specific and sensitive in 
evaluating protein malnutrition and liver function.

The present study, although retrospective, is 
multicenter, has a large sample size, and includes 
adequately long follow-up. Nevertheless, further 
studies will be required to determine whether pre-
albumin could replace albumin for assessments of 
nutritional status and liver function after curative 
liver resection for HCC, investigators concluded.

The research was supported in part by the National 
Natural Science Foundation of China and the Shanghai 
Pujiang Program. Dr. Yang, Dr. Shen, and their coau-
thors had no conflicts of interest to disclose.

ginews@gastro.org 

SOURCE: Li J-D et al. HPB (Oxford). 2018 Aug 3. doi:

10.1016/j.hpb.2018.06.1803.
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1 important option

for every liver patient:

 Living Donation

UPMC has performed more liver transplants than any other 

transplant center in the country. And this expertise means 

that we give more patients hope by accepting some of the 

most di�cult and complex cases. For someone in need of 

a liver transplant, every moment spent on the waiting list is 

critical. Living-donor liver transplants can be a life-saving 

option for patients with end-stage liver disease. 

Through our innovative UPMC Complex Care Connect™ 

program, UPMC extends our expertise to hospitals across 

the country that want to o�er patients the option of 

living-donor liver transplant. Through a collaborative 

approach, we work with partner hospitals to coordinate 

transplant surgery at UPMC and to provide pre- and 

post-surgery care at the partner hospital. 

To learn more about our living-donor program, 

visit UPMC.com/GiveLife. 
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TOPICS   
• Hepatitis B & C   
• Liver Cancer   
• Irritable Bowel Syndrome   
• Gastroesophageal Reflux Disorder   
• Inflammatory Bowel Disease   
• NASH 
• Colorectal Cancer Screening   
• Primary Biliary Cholangitis   
• Gut Microbiota and Liver Disease 
• Liver Transplant                                     and more!     

This educational program is not a
liated with the  

American Gastroenterological Association.

The process goes like this: Doc-
tors create and implement an 
APM that focuses on providing 
value-based care in their particular 
specialty arena. They submit the 
program and early outcomes to the 
Physician-Focused Payment Model 
Technical Advisory Committee or 
PTAC. PTAC reviews the APM and, 
if it has merit, recommends it to 
the Secretary of Health and Hu-
man Services. The secretary may 
approve the APM, implement it for 
limited-scale testing, or reject it. 

So far, PTAC has sent at least 10 
APMs to CMS. To date, not a single 
one has been approved or even 
been tested on a limited scale.

“Physicians want to be engaged 
and involved in this process,” Da-
vid Barbe, MD, immediate past 
president of the American Medi-
cal Association, told members of 
the House Energy and Commerce 
Health subcommittee during a July 
26 hearing. “PTAC was created 
for that very reason. They have 
received dozens of proposals that 
come from the ground level. Phy-
sicians that are practicing know 
what will work in their practices 
and perhaps in their specialty. And 
yet, none of these have been ad-
opted by CMS or really, we think, 
given serious consideration.”

Frank Opelka, MD, medical direc-
tor for quality and health policy at 
the American College of Surgeons, 
noted that a proposal they had 
submitted to PTAC appears to be 
the one that has gotten farthest 
along in the process.

The model was “accepted in a 
letter by the secretary for consid-
eration by the [CMS Innovation 
Center],” Dr. Opelka testified at the 
hearing. “The innovation center 
had a few conference calls with us 

Continued on following page

Dr. David Barbe, immediate past 
president of the AMA, testi	es before 
the House Energy & Commerce Health 
Subcommittee.
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Doctors decry inaction on physician-focused APMs
BY GREGORY TWACHTMAN

MDedge News

D
octors have expressed their 
displeasure at the lack of 
response by the Centers for 

Medicare & Medicaid Services to 
launch physician-focused advanced 
alternative payment models (APMs).

As part of the MACRA law, Con-
gress created a process by which 
physicians could seek to imple-

ment specialty-specific APMs that 
they had developed and tested. 
The purpose was to provide more 
avenues for specialist participation 
in the Quality Payment Program’s 
APM track.
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and one 2-hour in-person meeting 
on a product that we’d developed 
that took almost 5 years in the 
making. There are no resources 
and no capability in the innovation 
center to complete a design and 
then to create an implementation 
and have a sandbox or pilot area in 
which to test. The PTAC has done a 
fantastic job. The secretary vetted 
us. I think [ours was] the only one 
that went from the secretary and 
was recommended to the innova-
tion center, and it died in there be-
cause [the Center] is just not wired 
to really innovate and we really 
need to turn that on.”

The CMS issued a letter essentially 
rejecting eight of the models that 
PTAC recommended. The AMA asked 
the agency to reconsider at least four 

of the proposals. 
AMA leadership does not think that 

CMS gave serious consideration to 
any of the PTAC recommendations, 
Dr. Barbe said. “These span from 
very focused proposals in GI med-
icine to reduce rehospitalization 
in Crohn’s patients all the way up 
to the end-stage renal disease that 
could have very broad effect on im-
proving care and reducing cost for 
dialysis patients. We think there is 
great opportunity there if CMS will 
listen to us.”

The AMA is “especially con-
cerned because the statute to re-
form Medicare physician payment 
provided only 6 years of bonus 
payments to facilitate physicians’ 
migration to APMs,” according to 
the group’s letter to CMS. “We are 
approaching the 3-year mark for 
the initial implementation and 

there is still not a robust APM 
pathway for physicians.”

CMS “seems to be interested 
in coming up with ideas on their 
own, and I think that’s not only 
reinventing the wheel potentially 
but it is not taking advantage of 
some very creative and innovative 
proposals that have come for-
ward,” Dr. Barbe said. 

The AMA recognizes “that the 
APMs recommended by PTAC need-
ed some refinement. ... PTAC has 
indicated in its recommendations 
to HHS that it felt the issues it had 
identified could be resolved with  as-
sistance from CMS. Moreover, PTAC 
concluded that the positive attributes 
of the APM proposals outweigh the 
concerns they had identified, but the 
department does not seem to agree.” 

gtwachtman@mdedge.com 
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Tuition-free med school touches off debate 
BY JULIE ROVNER, KAISER HEALTH NEWS

N
ew York University is learning that no 
good deed goes unpunished.

Its highly ranked medical school an-
nounced with much fanfare Aug. 16 that it is 
raising $600 million from private donors to elim-
inate tuition for all its students – even providing 
refunds to those currently enrolled. Before the 
announcement, annual tuition was $55,018.

NYU leaders said the move would help address 
the increasing problem of student debt among 
young doctors, which many educators argue 
pushes students to enter higher-paying special-
ties instead of primary care or deters them from 
becoming doctors in the first place.

“A population as diverse as ours is best served 
by doctors from all walks of life, we believe, and 
aspiring physicians and surgeons should not be 
prevented from pursuing a career in medicine 
because of the prospect of overwhelming finan-
cial debt,” Robert Grossman, MD, the dean of the 
medical school and CEO of NYU Langone Health, 
said in a statement. NYU declined a request to 
elaborate further on its plans.

The announcement generated headlines and 
cheers from students. But not everyone thinks that 
making medical school tuition-free for all students, 
including those who can afford it, is the best way to 
approach the complicated issue of student debt.

“As I start rank ordering the various charities I 
want to give to, the people who can pay for medi-
cal school in cash aren’t at the top of my list,” said 
Craig Garthwaite, a health economist at Northwest-
ern University’s Kellogg School of Management.

Still, medical education debt is a big issue 
in health care. According to the Association of 
American Medical Colleges, which represents 
U.S. medical schools and academic health cen-
ters, 75% of graduating physicians had student 
loan debt as they launched their careers, with 
a median tally of $192,000 in 2017. Nearly half 
owed more than $200,000.

But it is less clear how much of an impact that 
debt has on students’ choice of medical specialty. 
The AAMC’s data suggests debt does not play as 
big a role in specialty selection as some analysts 
claim.

If debt were a huge factor, one would expect 
that doctors who owed the most would choose the 
highest-paying specialties. But that’s not the case.

“Debt doesn’t vary much across the specialties,” 
said Julie Fresne, AAMC’s director of student fi-
nancial services and debt management.

Mr. Garthwaite agrees. He said surveys in which 
young doctors claim debt as a reason for choosing 
a more lucrative specialty should be viewed with 
suspicion. “No one [who chooses a higher-pay-
ing job] says they did it because they want two 
Teslas,” he said. “They say they have all this debt.”

Aaron Carroll, MD, MS , questioned how much 
difference even $200,000 in student debt makes to 
people who, at the lowest end of the medical spec-
trum, still stand to make six figures a year. “Doc-
tors in general do just fine,” he said. “The idea we 
should pity physicians or worry about them strikes 
me as odd.”

Choice of specialty is also influenced by more 
than money. Some specialties may bring less 
demanding lifestyles than primary care or more 
prestige. Dr. Carroll said his surgeon father was 
not impressed when he opted for pediatrics, call-
ing it a “garbageman” specialty.

There is also an array of government programs 
that help students afford medical school or for-
give their loans, although usually in exchange 
for agreeing to serve for several years either 
in the military or in a medically underserved 
location. The federal National Health Service 
Corps, for example, provides scholarships and 
loan repayments to medical professionals who 
agree to work in mostly rural or inner-city areas 
with a shortage of medical professionals. And 
the Department of Education oversees the Public 
Service Loan Forgiveness program, which can-
cels outstanding loan balances after 10 years for 

those who work for nonprofit employers.
Medical schools themselves are addressing the 

student debt problem. Many – including NYU – 
have created programs that let students finish 
medical school in three years rather than four, 
which reduces the cost by 25%. And the Cleve-
land Clinic, together with Case Western Reserve 
University, has a tuition-free medical school 
aimed at training future medical researchers that 
takes 5 years but grants graduates both a doctor 
of medicine title and a special research credential 
or master’s degree.

This latest move by NYU, however, is part of a 
continuing race among top-tier medical schools to 
attract the best students – and possibly improve 
their national rankings.

In 2014, University of California, Los Angeles 
announced it would provide merit-based scholar-
ships covering the entire cost of medical education 
(including not just tuition, like NYU, but also living 
expenses) to 20% of its students. Columbia Univer-
sity announced a similar plan earlier this year, al-
though unlike NYU and UCLA, Columbia’s program 
is based on students’ financial need.

The programs are funded, in whole or in part, 
by large donors whose names brand each med-
ical school – entertainment mogul David Geffen 
at UCLA, former Merck CEO P. Roy Vagelos at 
Columbia, and Home Depot co-founder Kenneth 
Langone at NYU.

Mr. Garthwaite said it is all well and good if top 
medical schools want to compete for top students 
by offering discounts. But if their goal is to en-
courage more students to enter primary care or to 
steer more people from lower-income families into 
medicine, giving free tuition to all “is not the most 
target-efficient way to reach that goal.”

Kaiser Health News is a nonprofit national health 
policy news service. It is an editorially inde-
pendent program of the Henry J. Kaiser Family 
Foundation that is not affiliated with Kaiser Per-
manente.
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Physician groups call for CMS to drop E/M proposal
BY GREGORY TWACHTMAN

MDedge News

M
ore than 170 physician 
groups are calling on the 
Centers for Medicare & Med-

icaid Services to withdraw a provi-
sion in the proposed 2019 physician 
fee schedule that would flatten eval-
uation and management payments.

The controversial proposal would 
set the payment rate for a level 1 
evaluation and management (E/M) 
office visit for a new patient at 
$44, down from the $45 using the 
current methodology. Payment for 
levels 2-5 would be $135. Currently, 
payments for level 2 new-patient 
visits are set at $76, level 3 at $110, 
level 4 at $167, and level 5 at $211. 
For E/M office visits with estab-
lished patients, the proposed rate 
would be $24 for level 1, up from the 
current payment of $22. Payment for 
levels 2-5 would be $93. Under the 
current methodology, payments for 
established patient level 2 visits are 
set at $45, level 3 at $74, level 4 at 
$109, and level 5 at $148.

In an Aug. 28 letter to the CMS, led 
by the American College of Rheuma-
tology, physician groups applauded 
CMS recognition of the problems 
with the current E/M documentation 
guidelines and codes but urged them 

to reconsider plans to “cut and con-
solidate evaluation and management 
services.” Doing so would “severely 
reduce Medicare patients’ access to 
care by cutting payments for complex 
office visits, adversely affecting the 

care and treat-
ment of patients 
with complex 
conditions, and 
potentially exac-
erbate physician 
workforce short-
ages.”

A separate 
letter, led by the 
American Med-
ical Association, 

made similar assertions that the 
current proposal has the potential 
to “hurt physicians and other health 
care professionals in specialties that 
treat the sickest patients, ultimately 
jeopardizing patients’ access to care.”

The American Gastroenterological 
Association (AGA) signed on to both 
letters. 

AGA, along with the American 
College of Gastroenterology and the 
American Society for Gastrointesti-
nal Endoscopy, sent out a member 
alert, asking their members to tell 
CMS not to move forward with 
the proposed change because all 
three societies believe that such a 

payment system undervalues care 
provided to their sickest and most 
vulnerable seniors and other Medi-
care beneficiaries.

Another concern related to the 
implementation of this proposal is 
the financial impact on physicians. 

Implementation of the CMS pro-
posal, as currently written, “would 
be amazingly expensive for private 
practice [doctors] and really for 
anyone else because we would have 
to change our EMRs,” Barbara Levy, 
MD, cochair of the CPT/RUC Work 
Group at the AMA. 

“CMS has clearly heard from phy-
sicians about the need to reduce ad-
ministrative burdens for physicians, 
and AGA appreciates that they’re 
listening,” said Peter S. Margolis, 
MD, AGAF, AGA Practice Councillor, 
University Gastroenterology, Provi-
dence, RI. “However, CMS’s proposal 
drastically undervalues the care 
gastroenterologists and hepatolo-
gists provide to complex patients, 
including but not limited to those 
with inflammatory bowel disease, 
motility disorders, and chronic liver 
disease. Additionally, our experience 
shows that utilization management 
methods, such as prior authoriza-
tion and step therapy appeals, are 
far more burdensome to physicians 
and physician practices than current 

E/M documentation requirements.”
Another element of the proposal 

that is raising concerns among phy-
sician groups is a proposed payment 

reduction when a visit involves more 
than one service. For example, when 
a single office visit includes both an 
E/M code and a procedure code, the 
proposal calls for the E/M code to be 
cut in half. 

“From the patients’ perspective, 
the potential threat is that doctors 
could be incentivized to spend less 
time with patients or potentially 
bring patients back for subsequent 
visits to handle multiple problems,” 
Angus Worthing, MD, chair of the 
American College of Rheumatol-
ogy’s Committee on Government 
Affairs, said in an interview. 

gtwachtman@mdedge.com 

Red �ag raised on CMS indication-based formulary policy
BY GREGORY TWACHTMAN

MDedge News

P
hysician groups are expressing concerns 
regarding a new policy that will allow indica-
tion-based formulary design in the Medicare 

Part D prescription drug benefit.
The Centers for Medicare & Medicaid Services 

announced the new policy in an Aug. 29 memo to 
Part D plan sponsors. 

According to a fact sheet issued by CMS on the 
same day, indication-based formulary design “is 
a formulary management tool that allows health 
plans to tailor on-formulary coverage of drugs 
predicated on specific indications.” 

Current Part D policy requires plan sponsors to 
cover all Food and Drug Administration–approved 
indications for each drug that is on a plan formu-
lary. Sponsors can begin to implement the new 
indication-based formulary design policy for plans 
issued in 2020.

The memo notes that, if a Part D plan sponsor 
chooses to opt into this policy, “it must ensure that 
there is another therapeutically similar drug on 
formulary for the nonformulary indication. For ex-
ample, if a tumor necrosis factor (TNF) blocker is 
FDA-approved for both Crohn’s disease and plaque 
psoriasis, but the Part D plan will include it on 

formulary for plaque psoriasis only, the plan must 
ensure that there is another TNF blocker on for-
mulary that will be covered for Crohn’s disease.”

Beneficiaries can use the exceptions process to 
get coverage for a drug that has an indication not 
on the formulary. 

“By allowing Medicare’s prescription drug plans 
to cover the best drug for each patient condition, 
plans will have more negotiating power with drug 
companies, which will result in lower prices for 
Medicare beneficiaries,” CMS Administrator Seema 
Verma said in a statement. 

However, physician groups should be con-
cerned about the definition of “best drug.” Is this 
definition based upon efficacy, results of clinical 
trials, clinical effectiveness research, or just cost? 
Will there be transparenecy surrounding rebates?

The “proposed changes will exacerbate many 
of the access issues patients currently face with 
plan usage of existing utilization management 
practices, such as step therapy,” the American 
College of Rheumatology said in a statement. 
“Unlike step therapy, which often delays effective 
treatments, this proposal would go even further 
and allow plans to remove therapies from the 
formulary altogether, leaving patients complete-
ly unable to access treatments that doctors and 
patients choose together. ... We also have con-

cerns on what this would mean for work being 
done on compendia inclusion to secure off-label 
drug coverage if plans don’t have to cover all 
FDA-approved indications.”

A similar situation exists in patients with inflam-
matory bowel disease in which step therapy has 
largely been replaced by risk assessments. The 
AGA Crohn’s and UC Care Pathways are based on 
this principle.

“Under the plan, Medicare patients will face in-
creased challenges as they navigate health plans 
to make sure that their needed drug is on their 
selected formulary, which can change based on 
what health conditions they have,” AMA President 
Barbara McAneny, MD, said in a statement. Dr. 
McAneny added that it will be even more difficult 
for physicians who are working with patients to 
get them on the best medicines covered by the pa-
tient’s formulary.

“Physicians already lack ready access to accurate 
formulary information – preferred/tier status, on/
off formulary, PA [prior authorization] and step 
therapy requirements – at the point of care in their 
EHRs,” she said. “These transparency problems will 
expand by an order of magnitude by the complica-
tions this change introduces.”

gtwachtman@mdedge.com

DR. MARGOLIS

Our experience shows that 

utilization management methods, 

such as prior authorization 

and step therapy appeals, 

are far more burdensome to 

physicians and physician 

practices than current E/M 

documentation requirements. 
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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: 
     • Compensation of $575,000 – $600,000 base salary 
     • Productivity bonus incentive with no cap 
     • Bread and Butter GI with ERCP and EUS 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.

Posted Date: 6/7/2018 

Salary: To be Determined
Location: LSU Health Science Center Shreveport
Closing Date: Open until ⇒ lled

Job Requirements:

MD/DO or foreign equivalent with Louisiana state medical license or ability to obtain licensure. Graduate from an accredited residency program. Candidates 
should be board-certi⇒ ed or board-eligible in Gastroenterology. 

Job Summary:

The Department of Medicine, Division of Gastroenterology and Hepatology at the LSU Health Shreveport is seeking to fi ll faculty positions for 

full-time Gastroenterologist. Candidates who require J1 & H1 Waivers are welcome. The appointment would include a community staffi ng position 

along with a team of experienced gastroenterology, and hepatology physicians in a supportive, and friendly environment.

Clinical duties would require weekly teaching responsibilities in GI outpatient clinics, endoscopic procedures, and inpatient consult services.  

Academic rank and salary will be commensurate with qualifi cation and experience. The ideal candidate will have a broad knowledge of 

gastroenterological diseases, commitment to scholarly activity, and clinical care. Currently, the gastroenterology section has nine fellows and fi ve 

full-time faculty members.

Shreveport is an attractive, comfortable, small Southern city with excellent schools, restaurants, and multiple cultural opportunities. 

To Apply:

Applicants should submit a CV and three letters of reference to the Faculty Staf⇒ ng Of⇒ ce at LSUHSC-Shreveport via email to 
ShvFacultyRecruitment@lsuhsc.edu and Dr. Paul A. Jordan - pjorda1@lsuhsc.edu or by mail to the address below. 

LSU Health Sciences Center-Shreveport, Department of Human Resource Management

Attn: Faculty Recruitment

1501 Kings Highway; P.O. Box 33932

Shreveport, LA 71130-3932

Job Bene⇒ ts:

The LSU Systems Of⇒ ce has provided LSUHSC-Shreveport employees with excellent bene⇒ t options designed with you and your dependents in mind. Our 
Bene⇒ ts Section is available between 8:00 a.m. and 4:30 p.m., Monday through Friday, to help answer any questions you might have about these bene⇒ ts.

LSUHSC—Shreveport is an equal opportunity employer and all quali⇒ ed applicants will receive consideration for employment without regard to race, color, religion, 

sex, national origin, disability status, protected veteran status, or any other characteristic protected by law.

Assistant Professor, Medicine—

Gastroenterology & Hepatology



PRACTICE MANAGEMENT TOOLBOX: Employing irritable bowel 
syndrome patient-reported outcomes in the clinical trenches

BY CHRISTOPHER V. ALMARIO, MD, 
MSHPM, AND BRENNAN M.R. SPIEGEL, 

MD, MSHS, AGAF

P
atients often seek care because 
they experience symptoms that 
negatively affect their health-re-

lated quality of life (HRQOL). Health 
care providers must then elicit, 
measure, and interpret patient 
symptoms as part of their clinical 
evaluation. To assist with this goal 
and to help bridge the gap between 
patients and providers, investigators 
have developed and validated a wide 
range of patient-reported outcomes 
(PROs) across the breadth and depth 
of the human health and illness 
experience. These PROs, which mea-
sure any aspect of a patient’s biopsy-
chosocial health and come directly 
from the patient, may help direct 
care and improve outcomes. When 
PROs are collected systematically, 
efficiently, and in the right place at 
the right time, they may enhance 
the patient–provider relationship by 

improving communication and facil-
itating shared decision making.1-3

Within gastroenterology and 
hepatology, PROs have been devel-

oped for a number of conditions, 
including irritable bowel syndrome 
(IBS), chronic idiopathic constipation, 
cirrhosis, eosinophilic esophagitis, 
inflammatory bowel disease, and gas-
troesophageal reflux disease, among 
many other chronic diseases. IBS 
in particular is well suited for PRO 
measurement because it is symptom 
based and significantly impacts pa-
tients’ HRQOL and emotional health. 

Moreover, it is the most commonly 
diagnosed gastrointestinal condition 
and imparts a significant economic 
burden. In this article, we review the 
rationale for measuring IBS PROs in 
routine clinical practice and detail 
available measurement instruments.

Importance of IBS PROs 
in clinical practice
IBS is a functional GI disorder that is 
characterized by recurrent abdom-
inal pain and altered bowel habits 
(i.e., diarrhea, constipation, or a mix 
of both). It has an estimated world-
wide prevalence of 11%, and total 
costs are estimated at $30 billion 
annually in the United States alone.4

Because of the chronic relapsing na-
ture of IBS, along with its impact on 
physical, mental, and social distress, 
it becomes important to accurately 
capture a patient’s illness experience 
with PROs. This is especially relevant 
to patients with IBS because we cur-
rently lack objective measurable bio-
markers to assess their GI symptom 

burden. Instead, clinicians often are 
relegated to informal assessments of 
the severity of a patient’s symptoms, 
which ultimately guide their treat-
ment recommendations: How many 
bowel movements have you had in 
the past week? Were your bowel 
movements hard or soft? How bad 
is your abdominal pain on a scale 
of 1 -10? However, these traditional 
outcomes measured by health care 
providers often fail to capture other 
aspects of their health. For example, 
simply asking patients about the fre-
quency and character of their stools 
will not provide any insight into how 
their symptoms impact their HRQOL 
and psychosocial health. An individ-
ual may report only two loose stools 
per day, but this may lead to substan-
tial anxiety and negatively affect his 
or her performance at work. Similar-
ly, the significance of the symptoms 
will vary from person to person; a 
patient with IBS who has five loose 
daily bowel movements may not be 
bothered by it, whereas another indi-
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vidual with three loose stools per day 
may feel that it severely hampers his 
or her daily activities. This is where 
PROs provide value because they 
provide a key component to under-
standing the true burden of IBS and 
account for the HRQOL and psycho-
social decrement engendered by the 
disease.

Although past literature has re-
ported inconsistent benefits of using 
PROs in clinical practice,5 including 
that from our own work,6 there is 
a growing number of studies that 
have noted improved clinical out-
comes through employing PROs.7-9

A compelling example is provided 
by Basch et al.,7 who randomized 
patients receiving chemotherapy for 
metastatic cancer to either weekly 
symptom reporting using electron-
ically delivered PRO instruments 
vs. usual care, which consisted of 
symptom reporting at the discretion 
of clinicians. Here, they found that 
the intervention group had higher 
HRQOL, were less likely to visit 
the emergency department, and 
remained on chemotherapy for a 
longer period of time. Interestingly, 
the benefits from PROs were great-
er among participants who lacked 
prior computer experience vs. those 
who were computer savvy. Basch et 
al.9 also noted that the use of PROs 
extended survival by 5 months when 
compared with the control group 
(31.2 vs. 26.0 months; P = .03). Lon-
gitudinal symptom reporting among 
IBS patients using PROs, when im-
plemented well, may similarly lead 
to improved patient satisfaction, 
HRQOL, and clinical outcomes.

Measuring PROs in the 
clinical trenches
PROs generally are measured with 
patient questionnaires that collect 
data across several areas, including 
physical, social, and psychological 
functioning. Although PROs may en-
hance the patient-provider relation-
ship and improve communication 
and shared decision making, we ac-
knowledge that there are important 
barriers to their use in routine clini-
cal practice.10 First, many providers 
(and their patients) may find use of 
PRO instruments burdensome, and 
it can be time consuming to collect 
PROs from patients and securely 
transmit the data into the EHR. This 
can make it untenable for use in 
busy practices. Second, many gas-
troenterologists have not received 
formal training in performing com-
plete biopsychosocial evaluations 
with PROs, and it can be difficult 
to understand and act upon PRO 
scores. Third, there are many PROs 
to choose from and there is a lack 

of measurement standards across 
questionnaires. These challenges 
limit widespread use of PROs in clin-
ical practice, and it is understand-
able why most providers instead opt 
for informal measurement of symp-
toms and function. Later, we detail 
strategies for overcoming the earli-
er-described challenges in employ-
ing PROs in everyday practice along 
with relevant IBS PRO instruments.

IBS–speci	c PRO instruments
There have been several IBS-specific 
PRO instruments described in the 
literature, all of which vary in length, 
content, and amount of data support-
ing their validity (Table 1). Examples 
of IBS symptoms scales include the 
Adequate Relief measure, Irritable 
Bowel Syndrome Severity Scoring 
System, Gastrointestinal Symptom 
Rating Scale in IBS, Functional Bowel 
Disorder Severity Index, IBS Symp-
tom Questionnaire, and Birmingham 
IBS Symptom Questionnaire.15,24

There are also IBS-specific HRQOL 
instruments, such as the Irritable 
Bowel Syndrome Quality of Life mea-
surement, Digestive Health Status 
Instrument, Functional Digestive Dis-
order Quality of Life questionnaire, 
Irritable Bowel Syndrome Health 
Related Quality of Life questionnaire, 
and IBS-36.21,24

Bijkerk et al.24 evaluated and 
compared the validity and appro-
priateness of both the symptom and 
QOL scales. Among the examined 
IBS symptom instruments, they 
found that the Adequate Relief ques-
tion (Did you have adequate relief 

of IBS-related abdominal pain or 
discomfort?) is the best choice for 
assessing global symptomatology, 
and the Irritable Bowel Syndrome 
Severity Scoring System is optimal 
for obtaining information on more 
specific symptoms.24 As for the QOL 
scales, the Irritable Bowel Syndrome 
Quality of Life measurement, which 
comprises 34 items, is the preferred 
instrument for assessing changes in 
HRQOL because it is the most exten-
sively validated.24 Bijkerk et al.24 also 
concluded that although the studied 
instruments showed reasonable psy-
chometric and methodologic quali-
ties, the use of these instruments in 
daily clinical practice is debatable 
because the measures (save for the 
Adequate Relief question) are lengthy 
and/or cumbersome to use. Because 
these instruments may not be practi-
cal for use during everyday care, this 
leads to a discussion of the National 
Institutes of Health Patient Reported 
Outcomes Measurement Information 
System (PROMIS), a novel approach 
to measuring PROs in the clinical 
trenches.

NIH PROMIS
Although there have been many ef-
forts to implement PROs in routine 
clinical care, a recent confluence of 
scientific, regulatory, and political 
factors, coupled with technological 
advancements in PRO measurement 
techniques, have justified reevalua-
tion of the use of PROs in everyday 
practice. In response to the practical 
and technical challenges to employ-
ing PROs in the clinical trenches as 

described earlier, the NIH PROMIS 
(www.healthmeasures.net) was 
created in 2004 with the goal of 
developing and validating a tool-
box of PROs that cover the breadth 
and depth of the human health and 
illness experience. The PROMIS 
initiative also was borne from the 
realization that patients are the 
ultimate consumers of health care 
and are the final judge on whether 
their health care needs are being ad-
dressed adequately.

By using modern psychometric 
techniques, such as item response 
theory and computerized adaptive 
testing, PROMIS offers state-of-
the-art psychometrics, establishes 
common-language benchmarks 
for symptoms across conditions, 
and identifies clinical thresholds 
for action and meaningful clinical 
improvement or decline. PROMIS 
questionnaires, in light of accelerated 
EHR adoption in recent years, also 
are designed to be administered elec-
tronically and efficiently, which al-
lows implementation in busy clinical 
settings. As of December 2017, these 
instruments can be administered and 
scored through EHRs such as Epic 
(Epic Systems, Verona, Wisc.) and 
Cerner (Cerner Corporation, North 
Kansas City, Mo.), the PROMIS iPad 
(Apple Inc, Cupertino, Calif.) App, 
and online data collection tools such 
as the Assessment Center (www.
assessmentcenter.net) and REDCap 
(Research Electronic Data Capture; 
Vanderbilt University, Nashville, 
Tenn.).25 An increasing number of 
health systems are making PROMIS 
measures available through their 
EHRs. For example, the University 
of Rochester (N.Y.) Medical Center 
collects PROMIS scores for physi-
cal function, pain interference, and 
depression from more than 80% of 
their patients with in-clinic testing, 
and individual departments are able 
to further tailor their administered 
questionnaires.26

Gastrointestinal PROs measurement 
information system scales
Because of the extraordinary burden 
of illness from digestive diseases, the 
PROMIS consortium added a GI item 
bank, which our research group de-
veloped.23 By using the NIH PROMIS 
framework, we constructed and 

Table 1. Patient-reported outcome instruments for IBS

PROMIS = Patient Reported Outcomes Measurement Information System.

Name of instrument

IBS-speci�c symptom severity instruments

Adequate Relief measure11

Irritable Bowel Syndrome Severity Scoring System12

Gastrointestinal Symptom Rating Scale in IBS13

Functional Bowel Disorder Severity Index14

Birmingham IBS Symptom Questionnaire15

IBS-speci�c health-related quality-of-life instruments

Irritable Bowel Syndrome Quality of Life measurement16

Irritable Bowel Syndrome Quality of Life questionnaire17

Digestive Health Status Instrument18

Functional Digestive Disorder Quality of Life questionnaire19

Irritable Bowel Syndrome Health Related Quality of Life

questionnaire20

IBS-3621

Irritable Bowel Syndrome-Speci�c Health-Related Quality

of Life Instrument22

National Institutes of Health gastrointestinal PROMIS instruments23

Abdominal pain PROMIS scale

Constipation PROMIS scale

Diarrhea PROMIS scale

Number of items

1

5

13

3

14

34

30

34

43

26

36

16

6

9

6
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validated eight GI PROMIS symptom 
scales: abdominal pain, bloating/gas, 
constipation, diarrhea, bowel incon-
tinence, dysphagia, heartburn/reflux, 
and nausea/vomiting.23 GI PROMIS 
was designed from the outset to not 
be a disease-targeted item bank (e.g., 
IBS-, cirrhosis-, or inflammatory bow-
el disease specific), but rather symp-
tom targeted, measuring the physical 
symptoms of the GI tract, because it 
is more useful across the population 
as a whole. In Supplementary Fig-
ure 1 (at https://doi.org/10.1016/j.
cgh.2017.12.026), we include the 
abdominal pain, constipation, and 
diarrhea PROMIS scales because they 
form the cardinal symptoms of IBS.

GI PROMIS scales are readily acces-
sible via the Assessment Center,25 and 
we also have made them freely avail-
able via MyGiHealth – an iOS (Apple) 
and online app (go.mygihealth.io) 
endorsed by the American Gastroen-
terological Association. The patient’s 
responses to the questionnaires are 
converted to percentile scores and 
compared with the general U.S. pop-
ulation and then displayed in a symp-
tom heat map. The app also allows 
users to track GI PROMIS scores lon-
gitudinally, empowering IBS patients 
(and any patient with GI symptoms 
for that matter) and their providers to 
see whether they are objectively re-
sponding to prescribed therapies and 
potentially improving satisfaction and 
patient–provider communication.

Conclusions
IBS is a common, chronic, relapsing 
disease that often leads to physical, 
mental, and social distress. Without 
objective measurable biomarkers 
to assess IBS patients’ GI symptom 
burden, along with health care’s 
increased emphasis on patient-cen-
tered care, it becomes important to 
accurately capture a patient’s illness 
experience with PROs. A number 
of IBS symptom and QOL PRO in-
struments have been described in 
the literature, but most are beset by 
lengthy completion times and are 
impractical for use in everyday care. 
GI PROMIS, on the other hand, is a 
versatile and efficient instrument for 
collecting PRO data from not only IBS 
patients but also all those who seek 
care in our GI clinics. Improvements 
in PRO and implementation science 
combined with technological advanc-
es have lessened the barriers to em-
ploying PROs in routine clinical care, 
and an increasing number of insti-
tutions are beginning to take up this 
challenge. In doing so and by seam-
lessly incorporating PROs in clinical 
practice, it facilitates placement of 
our patients’ voices at the forefront 
of their health care, changes how we 
monitor and manage patients, and 
ultimately, may improve patient satis-
faction and clinical outcomes.
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