
Dr. Theresa Lee (left), Dr. Scott Ketover, AGAF, and Dr. Marc 
Sonenshine speak on a panel at the AGA Partners in Value meeting.
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How to bring 
telemedicine to 
your GI practice

BY KARI OAKES
MDedge News

CHICAGO – Is your practice 
ready for telemedicine – 
and should you dive in?

Once you and your prac-
tice managers work through 
regulatory, legal, and techni-
cal details,  having a robust 
telemedicine practice can 
boost patient and clinician 
satisfaction – and the bot-
tom line,  said Theresa Lee, 
MD, a gastroenterologist 
in private practice in Lone 
Tree, Colo., speaking at the 
2019 AGA Partners in Value 
meeting. 

  The general �ield of tele-
health – in which images 
might be shared or patients 
might message their care 
team for medication re�ills – 
is a broad term, said Dr. Lee. 
She explained that telemed-
icine is narrowly de�ined 
for Medicare and Medicaid 
reimbursement purposes 
as “two-way, real-time in-
teractive communication 
between the patient and the 
physician or practitioner 
at [a] distant site ... that in-
cludes, at a minimum, audio 
and video equipment.” This 
is the video visit that many 

Clinicians ask FDA for 
continued ‘discretion’ 
to do fecal transplants

Oral budesonide effective for 
eosinophilic esophagitis in pivotal trial 

BY BRUCE JANCIN
MDedge News

SAN ANTONIO – An inves-
tigational muco-adherent 
swallowed formulation 
of budesonide developed 

speci�ically for treatment 
of eosinophilic esophagitis 
aced all primary and sec-
ondary endpoints in a piv-
otal, phase 3, double-blind, 
placebo-controlled ran-
domized trial, Ikuo Hirano, 

MD, AGAF, reported at the 
annual scienti�ic meeting 
of the American College of 
Gastroenterology.

  This is welcome news for 
patients with this chronic 

BY ALICIA AULT
Medscape Medical News

Attendees at a public 
meeting on Nov. 4 
gave the Food and 

Drug Administration con-
�licting views on whether 
the agency should continue 
to allow a relatively loose 
regulatory environment for 
fecal microbiota transplants 
(FMT) – debating the limits 
of “enforcement discretion” 
the FDA now has in place.

The question is espe-
cially relevant as use of 
the procedure is growing, 
while safety data are not 
being rigorously collected 
in all cases. The death of 
an immunocompromised
FMT patient earlier in 2018 
from an invasive bacterial 
infection caused by drug-re-
sistant Escherichia coli, as 

reported by Medscape Med-
ical News, is seen by some 
as an example of the conse-
quences of a loose policy.

Still, the American Gas-
troenterological Association 
(AGA) presented new, un-
published follow-up data 
at the meeting that showed 
that the majority of FMT 
patients in a national regis-
try had no adverse events.

Some companies devel-
oping FMT-based products 
argued at the meeting that 
the agency should impose 
stricter requirements, while 
stool banks and clinicians 
offering the therapy outside 
of clinical trials said that 
the current policy – in place 
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LETTER FROM THE EDITOR:

Inner demons
Julia Brennan sings about inner demons. 

They just won’t go away, and they don’t 
play fair with angels. We have marveled 

at the miracles of fecal microbiome transplants 
(FMT), but this month we read about an inner 
demon. Two patients developed bacteremia from 
extended-spectrum beta-lactamase (ESBL)–pro-
ducing Escherichia coli transmitted 
during FMT from stool derived from 
a single donor. One patient, with cir-
rhosis, who received FMT as part of a 
trial to treat hepatic encephalopathy, 
recovered. A second patient with my-
elodysplastic syndrome underwent 
allogeneic hematopoietic stem cell 
transplantation and received FMT as 
part of a phase 2 trial. This severely 
immunocompromised patient suc-
cumbed to sepsis related to the E. coli
bacteremia. Both organisms were genetically 
traced to the donor stool. The AGA has NIH fund-
ing to develop and maintain an FMT registry 
(see https://www.gastrojournal.org/article/
S0016-5085[17]30088-4/pdf) so we can under-
stand long-term risks and bene�its. These rare 
experiences will lead to increased scrutiny and 
likely further FDA regulations. Gastroenterolo-
gists should be careful about choosing patients 
for FMT.

This month, we again feature an article about 
incorporating telehealth into your practice – this 
month’s article highlights the potential for private 
practices to incorporate this emerging technology. 
There are interesting articles about treatment of 

eosinophilic esophagitis, acute liver failure, and 
postcolonoscopy interval cancers. Finally, we are 
cautioned about the vulnerability of our biosim-
ilar market. This market may wither despite the 
great potential to reduce therapeutic costs.

Last week, I taught an undergraduate course 
about health care economics. After recounting 

current challenges, one student said, “I am a 
�irst-year medical student, what should I do?” 
I was caught off guard. The future is too over-
whelming. As we enter the 12-month countdown 
to a national election, I would suggest that we 
continue to advocate for our patients and edu-
cate our political leaders about veri�iable root 
causes of our major problems. Despite current 
antipathy to science and data, we are scientists 
and eventually truth will prevail. “The arc of the 
moral universe is long, but it bends toward jus-
tice” (Dr. Martin Luther King, Jr.). 

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

Dr. Allen

Q1. What is the single most important 
reason for proton pump inhibitor failure in 
gastroesophageal re�lux disease?
A. Helicobacter pylori infection
B. Rapid metabolism
C.  Poor compliance with inappropriate ad-

ministration
D. Delayed gastric emptying

Q2. A 47-year-old man with stage 5 
chronic kidney disease on hemodialysis is 
referred to your clinic. He has genotype 1a 
HCV and F2 �ibrosis. He wants to discuss 
treatment options. 

What is the best advice? 
A.  He is not eligible for HCV therapy be-

cause of hemodialysis
B.  Sofosbuvir/ledipasvir combination ther-

apy dosed after dialysis for 12 weeks
C.  Sofosbuvir/ledipasvir combination ther-

apy for 12 weeks
D.  Elbasvir/grazoprevir combination thera-

py for 12 weeks
E.  Daily �ixed-dose combination sofosbuvir/

velpatasvir for 12 weeks

The answers are on page 28.

Quick quizQuick quiz

Last week, I taught an undergraduate 
course about health care economics. 
After recounting current challenges, 
one student said, “I am a � rst-year 
medical student, what should I 
do?” I was caught off guard. The 
future is too overwhelming. 
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crAg had a risk for hepatocellu-
lar carcinoma that did not differ 
significantly from that of patients 
with a high viral load. [An] HBcrAg 
of 10 KU/mL may serve as a novel 
biomarker for the management of 
patients with intermediate viral 
load in our clinical practice,” wrote 

Tai-Chung Tseng, MD, PhD, of Na-
tional Taiwan University Hospital 
in Taipei and associates in Gastro-
enterology.

Deciding whether to start anti-
viral therapy is controversial for 

some patients with HBV infection. 
Typically, monitoring without 
treatment is recommended for pa-
tients who have both low hepatitis 
B surface antigen levels (less than 
1,000 IU/mL) and low levels of 
HBV DNA (less than 2,000 IU/mL), 
and early antiviral therapy is rec-
ommended for patients who have 
high levels of HBV DNA (20,000 
IU/mL or more). However, there is 
no clear evidence that early antivi-
ral therapy benefits patients who 
have intermediate levels of HBV 
DNA (2,000-19,999 IU/mL) and 
are negative for hepatitis  
B e antigen. Biomarkers for 
risk-stratifying these patients also 
are lacking, the researchers noted.

Therefore, they studied a cohort 
of 2,666 adults who had tested 
positive for hepatitis B surface an-
tigen and were followed at Nation-
al Taiwan University Hospital from 
1985 through 2000. No patient had 
cirrhosis at baseline. In all, 209 
patients developed hepatocellular 
carcinoma, yielding an incidence 
rate of 4.91 cases per 1,000 per-
son-years. 

Hepatitis B core–related antigen 

‘To the best of our knowledge, 
this is the first study to 
report HBcrAg level as an 
independent viral biomarker 
to stratify hepatocellular risks 
in a large number of patients 
with intermediate viral load.’

�FROM THE AGA JOURNALS

Hepatitis B core–related antigen is risk factor for HCC
BY AMY KARON

MDedge News

A high level of hepatitis B core–
related antigen (HBcrAg) was 

a complementary risk factor for 
hepatocellular carcinoma, accord-
ing to the results of a retrospec-
tive cohort study of more than 
2,600 noncirrhotic adults with un-

treated hepatitis B virus (HBV) in-
fection with a median of 16 years 
of follow-up.

“Patients with an intermediate 
viral load and high levels of HB-

Watch this story’s
Video Insights at

youtube.com/user/AmerGastroAssn/

Continued on following page
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Threshold for positivity 
affects FIT sensitivity 
for detecting CRC, 
advanced adenomas

BY AMY KARON
MDedge News

T hresholds for positivity af-
fected the sensitivity and (to 
a lesser extent) the speci�icity 

of quantitative fecal immunochem-
ical tests used in the detection of 
colorectal cancer, which suggests 
that centers should consider low-
ering their thresholds for positivity 
if they have suf�icient resources 
to handle an increase in follow-up 
colonoscopies, researchers wrote in 
Gastroenterology.

“Additional data are needed re-
garding the in�luence of sex and 
age on test performance,” wrote 
Kevin Selby, MD, of Kaiser Per-
manente Division of Research in 
Oakland, Calif., together with his 
associates. Additional studies also 
should evaluate the effect of a 
quantitative threshold of 10 mcg of 
hemoglobin per gram of feces and 
multiple rounds of annual testing, 
they added.

Fecal immunochemical tests 
(FITs) are recommended for colo-
rectal cancer screening because 
they are diagnostically superior 
and are associated with higher 
participation rates, compared 
with guaiac fecal occult blood 
tests, the investigators noted. For 
screening, the optimal positivity 
threshold for quantitative FIT re-
mains controversial, is likely to 
vary by sex and age, and also may 
be adjusted to re�lect local health 
care resources. To more closely 
evaluate the correlates and effects 
of FIT cutoffs for sensitivity, the 
researchers searched MEDLINE, 
EMBASE, and the Database of 
Abstracts of Reviews of Effects 
for articles on the use of FIT for 
asymtomatic (screening) colorectal 
cancer detection in adults. This 
method identi�ied 46 studies with 
2.4 million participants and 6,478 
detected cancers. The researchers 
then calculated sensitivity, speci-

 Quantitative fecal immu-
nochemical tests or FITs are 

the most recent incarnation of 
screening for colorectal cancer 
(CRC) through the 
identi�ication of occult 
blood in stool. Older 
versions of such tests 
were the �irst screen-
ing modalities shown 
to decrease both the 
incidence and mor-
tality of CRC. FITs are 
much more sensitive 
for both CRC and ad-
vanced adenomas than 
are those early occult blood tests. 
They also are among the least 
costly and most easily employed 
CRC screening modalities. Given 
the quantitative nature of FITs, 
the question has remained as to 
what positivity threshold should 
be employed to achieve the op-
timal balance of sensitivity and 
speci�icity.

  The current study by Selby et 
al. examined data from 46 stud-
ies and 2.4 million participants 
from 12 countries. By lowering 
the positivity threshold to less 
than 10 mcg/g from greater 
than 10 mcg/g but less than 20 
mcg/g, the authors found the 
sensitivity for CRC increased 
from 69% to 80% and for ad-
vanced adenomas from 21% 

to 31%, with a trivial fall in 
specificity from 94% to 91%. 
They also found that neither 
sex nor age significantly altered 

these outcomes in the 
minority of studies 
that stratified by these 
demographics. These 
outcomes suggest that 
screening programs 
should lower the posi-
tivity threshold for FITs 
to less than 10 mcg/g 
from the current less 
than 20 mcg/g rec-
ommended by the U.S. 

Multi-Society Task Force on Col-
orectal Cancer Screening.

Future studies should exam-
ine more carefully demographic 
effects on FIT performance to 
determine if different positivity 
thresholds need to be employed 
in different demographic groups.

Reid M. Ness, MD, MPH, AGAF, is an 
associate professor in the division 
of gastroenterology, hepatology 
and nutrition, department of medi-
cine, Vanderbilt University Medical 
Center and at the Veterans Affairs 
Tennessee Valley Healthcare Sys-
tem, Nashville campus. He is also 
an investigator in the Vander-
bilt-Ingram Cancer Center. Dr. Ness 
has no �inancial relationships to 
disclose.

Dr. Ness

Continued on following page

level remained an independent 
risk factor for hepatocellular car-
cinoma after accounting for age, 
sex, serum alanine aminotransfer-
ase level, FIB-4 index, hepatitis B 
e antigen status, hepatitis B geno-
type (B, C, or undetermined), and 
HBV DNA level. Compared with 
patients whose HBcrAg level was 
less than 10 KU/mL, a level of 10-
99 KU/mL was associated with a 
nearly threefold increase in risk 
for hepatocellular carcinoma (HR, 
2.93; 95% CI, 1.67-4.80), and this 
risk rose even further as HBcrAg 
levels increased. 

In the subgroup of patients 
who tested negative for hepatitis 
B e antigen, had an intermediate 
HBV DNA load (2,000-19,999 IU/
mL), and had a normal baseline 
ALT level (less than 40 U/L), a 
high HBcrAg level (10 KU/mL or 
more) was tied to a nearly fivefold 
greater risk for hepatocellular 
carcinoma (HR, 4.89; 95% CI, 
2.18-10.93). This approximated 
the risk that is observed with high 

viral load (20,000 IU/mL), the re-
searchers noted. In contrast, a low 
HBcrAg level was associated with 
a risk similar to that of minimal 
risk carriers (annual incidence 
rate, 0.10%; 95% CI, 0.04%-
0.24%). 

“To the best of our knowledge, 
this is the �irst study to report 
HBcrAg level as an independent 
viral biomarker to stratify hepa-
tocellular risks in a large number 
of patients with intermediate viral 
load,” the researchers commented. 

Among the study limitations, 412 
patients received antiviral therapy 
during follow-up. “This is a retro-
spective cohort study including 
Asian HBV patients with genotype 
B or C infection,” the investigators 
added. “It is unclear whether this 
�inding could be extrapolated to 
populations with other HBV gen-
otype infections. Nonetheless, we 
had a sound cohort, as several HB-
sAg-related clinical �indings based 
on our cohort have already been 
validated by other prospective 
cohort studies, implying that our 
data were unlikely to be biased by 
the study design.”

Funders included National Tai-
wan University Hospital, the Min-
istry of Science and Technology, 
Executive Yuan in Taiwan, and Na-
tional Health Research Institutes. 
The researchers reported having 
no con�licts of interest.

 ginews@gastro.org 

SOURCE: Tseng T-C et al. Gastroenterol-
ogy. 2019 Aug 27. doi: 10.1053/j.gas-
tro.2019.08.028.
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Intermediate magnification micrograph of ground glass hepatocytes are shown for 
chronic hepatitis B infection as seen in with a high viral load. (liver biopsy, H&E 
stain).

Continued from previous page
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�icity, numbers of detected cancers, 
advanced adenomas, and positive 
test results at positivity thresholds 
of up to 10 mcg, 10-20 mcg, 20-30 
mcg, and more than 30 mcg of he-
moglobin per gram of feces. They 
also examined subgroups strati�ied 
by sex and age.

The pooled sensitivity for the 
detection of colorectal cancer 
rose from 69% (95% con�idence 

interval, 63%-75%) at a positivity 
threshold of more than 10 and 
up to 20 mcg of hemoglobin per 
gram of feces, to 80% at a positiv-
ity threshold of 10 mcg or less of 
hemoglobin per gram of feces. “At 
these [same] threshold values, sen-
sitivity for detection of advanced 
adenomas increased from 21% 
(95% CI, 18%-25%) to 31% (95% 
CI, 27%-35%), whereas speci�ici-
ty decreased from 94% (95% CI, 

93%-96%) to 91% (95% CI, 89%-
93%),” the researchers wrote.

Only three studies strati�ied 
results by sex, and these found 
no statistical difference in pooled 
sensitivity for detecting colorectal 
cancer among men (77%) ver-
sus women (81%). Age, too, was 
strati�ied in only three studies 
and did not signi�icantly correlate 
with sensitivity. “More research is 
needed to precisely establish FIT 

thresholds for each sex and age 
subgroup,” the researchers said.

The National Cancer Institute and 
the Swiss Cancer Research Founda-
tion provided funding. The investi-
gators reported having no con�licts 
of interest.

 ginews@gastro.org  

SOURCE: Selby K et al. Gastroenterol-
ogy. 2019 Aug 22. doi: 10.1053/j.gas-
tro.2019.08.023. 
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Blocking TLR9 may halt brain edema in ALF
BY WILL PASS

MDedge News

A toll-like receptor 9 (TLR9) antagonist 
may eventually be used to combat brain 
edema in acute liver failure, according to 

investigators.
This prediction is based on results of a recent 

study involving mouse models, which showed 
that ODN2088, a TLR9 antagonist, could stop 
ammonia-induced colocalization of DNA with 
TLR9 in innate immune cells, thereby blocking 
cytokine production and ensuant brain edema, 
reported lead author Godhev Kumar Manakkat 
Vijay  of King’s College London and colleagues.

“Ammonia plays a pivotal role in the devel-
opment of hepatic encephalopathy and brain 
edema in acute liver failure,” the investigators 
explained in Cellular and Molecular Gastroen-
terology and Hepatology. “A robust systemic 
in�lammatory response and susceptibility to 
developing infection are common in acute 

liver failure, exacerbate the development of 
ammonia-induced brain edema and are major 
prognosticators. Experimental models have un-
equivocally associated ammonia exposure with 
astrocyte swelling and brain edema, potentiated 
by proin�lammatory cytokines.”

The investigators added that, “although the 
evidence base supporting the relationship be-
tween ammonia, in�lammation, and brain edema 
is robust in acute liver failure, there is a paucity 
of data characterizing the specific pathogenic 
mechanisms entailed.” Previous research sug-
gested that TLR9 plays a key role in acetamin-
ophen-induced liver in�lammation, they noted, 
and that ammonia, in combination with DNA, 
triggers TLR9 expression in neutrophils, which 
brought TLR9 into focus for the present study.

Along with wild-type mice, the investigators 
relied upon two knockout models: TLR9–/– 

mice, in which TLR9 is entirely absent, and Ly-
sM-Cre TLR9fl/fl mice, in which TLR9 is absent 
from lysozyme-expressing cells (predominantly 
neutrophils and macrophages). Comparing 
against controls, the investigators assessed cy-
tokine production and brain edema in each type 
of mouse when intraperitoneally injected with 
ammonium acetate (4 mmol/kg). Speci�ically, 6 
hours after injection, they measured intracellu-
lar cytokines in splenic macrophages, CD8+ T 
cells, and CD4+ T cells. In addition, they record-
ed total plasma DNA and brain water, a measure 
of brain edema. 

Following ammonium acetate injection, 
wild-type mice developed brain edema and 
liver enlargement, while TLR9–/– mice and 
control-injected mice did not. After injection, 
total plasma DNA levels rose by comparable 
magnitudes in both wild-type mice and TLR9–
/– mice, but did not change in control-inject-
ed mice, suggesting that ammonium-acetate 
injection was causing a release of DNA, which 
was binding with TLR9, resulting in activation 
of the innate immune system. 

This hypothesis was supported by measure-

ments of cytokines in T cells and splenic mac-
rophages, which showed that wild-type mice 
had elevations of cytokines, whereas knockout 
mice did not. Further experiments showed that 
LysM-Cre TLR9fl/fl mice had similar outcomes 
as TLR9–/– mice, highlighting that macrophages 
and neutrophils are the key immune cells link-
ing TLR9 activation with cytokine release, and 
therefore brain edema. 

To ensure that brain edema was not di-
rectly caused by the acetate component of 
ammonium acetate, or acetate’s potential to 
increase pH, researchers injected a different 
set of wild-type mice with sodium acetate ad-
justed to the same pH as ammonium acetate. 
This had no impact on cytokine production, 
brain-water content, or liver-to-body weight 
ratio, confirming that acetate was not respon-
sible for brain edema while providing further 
support for the role of TLR9.

Finally, the investigators treated wild-type 
mice immediately after ammonium acetate 
injection with the TLR9 antagonist ODN2088 
(50 mcg/mouse). This treatment halted cy-

Continued from previous page

 Acute liver failure is a devastating disease,
which has a high mortality burden and 

often requires liver transplant. One of the ma-
jor complications is cerebral edema that leads 
to encephalopathy and could be fatal. These 
brain changes are accompanied by 
in�lammation, immune activation, and 
hyperammonemia, but further mecha-
nistic approaches are needed. 

  The paper by Vijay et al. in this is-
sue of Cellular and Molecular Gastro-
enterology and Hepatology studies 
the role of toll-like receptor 9 (TLR9) 
as a mediator of cerebral edema in a 
model of hyperammonemia. The au-
thors use a novel combination of am-
monium acetate and TLR9–/– mice 
to induce hyperammonemia while maintaining 
liver function, allowing direct evaluation of 
the receptor knockout’s effect on the subse-
quent development of brain edema. Further 
nuance is achieved by use of TLR9�l/�l mice 
crossed with mice expressing Cre recombinase 
under the control of the lysozyme promoter, 
generating macrophage and neutrophil condi-

tional knockouts of TLR9. The results clearly 
demonstrate the absence of TLR9 prevents 
ammonia-induced increases in brain water, 
proin�lammatory cytokine production, and he-
patocyte swelling, which was reversed with the 

TLR9 antagonist ODN2088. 
These data add to the growing 

literature about the interaction 
between immune dysfunction and 
brain diseases such as schizophrenia, 
autism, depression, and multiple 
sclerosis. However, further studies in 
models of brain edema with concom-
itant liver failure, which are closer to 
the human disease process, are need-
ed. This exciting investigation of neu-
roimmune regulation of brain edema 

could set the basis for new therapeutic options 
for the prevention and treatment of this feared 
complication of acute liver failure.

Jasmohan S. Bajaj, MD, AGAF, is professor in the 
division of gastroenterology, hepatology, and 
nutrition at Virginia Commonwealth University, 
Richmond. He reported no con�licts of interest.

Dr. Bajaj

Continued on page 8

A robust systemic in� ammatory response 
and susceptibility to developing 
infection are common in acute liver 
failure, exacerbate the development 
of ammonia-induced brain edema, 
and are major prognosticators.
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tokine production, inflammation, and brain 
edema, strongly supporting the link between 
these ammonia-induced processes and TLR9 
activation.

“These data are well supported by the find-
ings of Imaeda et al. (J Clin Invest. 2009 Feb 2. 
doi: 10.1172/JCI35958), who in an acetamin-
ophen-induced hepatotoxicity model estab-

lished that inhibition of TLR9 using ODN2088 
and IRS954, a TLR7/9 antagonist, down-reg-
ulated proinflammatory cytokine release and 
reduced mortality,” the investigators wrote. 
“The amelioration of brain edema and 
cytokine production by ODN2088 supports 
exploration of TLR9 antagonism as a thera-
peutic modality in early acute liver failure to 
prevent the development of brain edema and 

intracranial hypertension.” 
The study was funded by the U.K. Institute of 

Liver Studies Charitable Fund and the National 
Institutes of Health. The investigators reported 
no con�licts of interest.

 ginews@gastro.org 

SOURCE: Vijay GKM et al. Cell Mol Gastroenterol Hepatol. 
2019 Aug 8. doi: 10.1016/j.jcmgh.2019.08.002.

BY AMY KARON
MDedge News

 Taking daily aspirin may help 
keep nonalcoholic fatty liver 
disease from progressing to 

liver �ibrosis and nonalcoholic ste-
atohepatitis (NASH), suggest the 
results of a prospective study of 
361 adults.

Previously, preclinical evidence 
had linked aspirin to �ibrogenesis 
prevention in fatty liver disease, 
but this is the �irst report of a pro-
spective study to do so. Daily aspi-
rin use “was associated with less 
severe histologic features of NAFLD 

(nonalcoholic fatty liver disease) 
at study enrollment and with sig-
ni�icantly lower risk for advanced 
�ibrosis over time in a duration-de-
pendent manner,” wrote Tracey G. 
Simon, MD, MPH, and her associ-
ates. Their report is in Clinical Gas-
troenterology and Hepatology. 

The study comprised 361 adults 
with biopsy-con�irmed NAFLD who 
were enrolled in the Massachusetts 
General Hospital NAFLD Repository 
between 2006 and 2015. At base-
line, 151 individuals were already 
on daily aspirin, usually to reduce 
the primary (54%) or secondary 
(30%) risk of cardiovascular dis-
ease. Median duration of aspirin 
use was 2.5 years. After a median 
7.4 years of follow-up (which was 
similar between aspirin users and 
nonusers), daily aspirin use was 
associated with signi�icantly lower 
odds of NASH (adjusted odds ratio, 

0.68; 95% con�idence interval, 0.37-
0.89) and �ibrosis (aOR, 0.54; 95% 
CI, 0.31-0.82).

The researchers did not �ind a 
similar protective effect for non-
steroidal anti-in�lammatory drugs 
other than aspirin (adjusted hazard 
ratio for advanced �ibrosis, 0.93; 
95% CI, 0.81–1.05). This might be 
because of differences between 
how aspirin and nonaspirin NSAIDs 
affect COX isoforms – aspirin does 
so irreversibly, while other NSAIDs 
have a reversible effect, they added. 
“Nonaspirin NSAIDs also disrupt 
the intestinal barrier, increasing de-
livery of proin�lammatory cytokines 
to the liver,” they wrote. “Finally, as-
pirin uniquely modulates bioactive 
lipids by stimulating the biosynthe-
sis of pro-resolving mediators and 
inhibiting proin�lammatory lipids, 
which in turn may prevent progres-
sive liver damage.”

In this study, a single-blinded 
hepatopathologist interpreted base-
line liver biopsy specimens, and 
patients were followed every 3-6 
months with clinical examinations 
and serial calculations of FIB-4, 
NFS, and APRI scores. All patients 
were followed for at least a year. 
Patients were classi�ied as users of 
nonaspirin NSAIDs if they reported 
using an NSAID besides aspirin at 
least twice weekly, or if they had 
been prescribed drugs such as 
ibuprofen, naproxen, ketoprofen, 
diclofenac, or indomethacin. 

In a longitudinal analysis of the 
317 patients who had early-stage 
(F0-2) �ibrosis at baseline, 86 
developed new-onset advanced 
�ibrosis over a median of 3,692 per-
son-years, the researchers said. In 
all, 26 individuals developed hepat-
ic decompensation and 18 patients 
died, including 8 from liver-related 
causes. Importantly, the link be-
tween aspirin and decreased risk 
of �ibrosis progression seemed to 
depend on duration of use (adjust-
ed P trend = .026), with the greatest 
bene�it seen with 4 years or more 
of use (aHR, 0.50; 95% CI, 0.35-
0.73). Although subgroup analyses 

were limited by lack of power, daily 
aspirin use was associated with 
a 36% lower odds of incident ad-
vanced �ibrosis among the 72 study 
participants who had paired biopsy 
samples, even after accounting for 
the effect of age, sex, baseline �ibro-
sis stage, and time between biop-
sies (aOR, 0.64; 95% CI, 0.50-0.80). 

“Our �indings add to the growing 
literature supporting the potential 
hepatoprotective effects of aspirin 
in NAFLD,” the researchers con-
cluded. “Research to uncover the 

mechanisms by which aspirin might 
prevent �ibrogenesis could help de-
velop urgently needed anti�ibrotic 
therapies for NAFLD.”

Funders included the National 
Institutes of Health and the AASLD 
Foundation. The investigators 
reported having no con�licts of 
interest.

g inews@gastro.org 

SOURCE: Simon TG et al. Clin Gas-
troenterol Hepatol. 2019 May 8. doi: 
org/10.1016/j.cgh.2019.04.061.  

�FROM THE AGA JOURNALS

Daily aspirin might cut risk of � brosis progression

 Slowing, preventing, or revers-
ing �ibrogenesis in patients 

with NAFLD remains an unmet 
need. Lifestyle interventions are 
bene�icial to this population but 
challenging because of concerns 
with adherence and 
sustainability, thus, fa-
voring pharmacologic 
interventions. The study 
by Simon et al. pro-
vides initial prospective 
evidence of the role 
of aspirin in reducing 
progression of �ibrosis. 
In a thoughtful design, 
authors showed both 
cross-sectional and 
longitudinal associations of re-
duced risk for progressed �ibrosis 
among aspirin users, all with bi-
ological coherence and while ac-
counting for various confounding 
factors. Although the accuracy of 
blood-based noninvasive assess-
ment of liver �ibrosis (by FIB-4, 
NFS, and APRI) to determine pro-
gression of �ibrosis in NAFLD has 
moderate accuracy at its best, the 
relatively high FIB-4 cutoff value 
used by the authors and their 
sensitivity analyses (including 
liver biopsy and combinations of 
blood-based markers combined 
endpoints) bring certainty to 
their results. However, before 
we can start prescribing aspirin 
to halt progression of �ibrosis in 
NAFLD, larger and adequately 

powered studies are needed. 
Caution with the use of aspirin as 
prophylaxis for atherosclerotic 
cardiovascular disease (ASCVD) 
is now advised, based on results 
from large clinical trials (i.e., AS-

CEND). NAFLD patients 
represent a particular 
population with both a 
high ASCVD risk and a 
high risk for gastroin-
testinal bleeding, and 
it is unclear what the 
number needed to treat 
or to harm would be 
without con�irmatory 
studies. An “NAFLD 
polypill” including a 

combination of drugs addressing 
multiple metabolic pathways (e.g. 
aspirin, a statin, and vitamin E) 
might well tip the scale in favor 
of improved clinical outcomes, a 
concept recently shown as ben-
e�icial for ASCVD prevention in 
the PolyIran study. Until then, 
properly weighing the use of pro-
phylactic aspirin in patients with 
NAFLD and adhering to standard 
recommendations is advised. 

Andres Duarte-Rojo, MD, PhD, is 
associate professor of medicine, 
division of gastroenterology, hepa-
tology, and nutrition at the Univer-
sity of Pittsburgh Medical Center, 
and Pittsburgh Liver Research Cen-
ter. He received research support 
from Echosens, USA.

Continued from page 6

Dr. Duarte-Rojo

Importantly, the link between 
aspirin and decreased risk 
of fibrosis progression 
seemed to depend on 
duration of use, with the 
greatest benefit seen with 
4 years or more of use.
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BY AMY KARON
MDedge News

 Postcolonoscopy colorectal cancers were 
more likely to arise in the proximal colon 
and to show microsatellite instability, ac-

cording to the results of a retrospective popu-
lation-based study of 168 adults with incident 
colorectal cancers.

In all, 64% of postcolonoscopy colorectal can-
cers were located in the proximal colon, com-
pared with 44% of detected colorectal cancers 
(P = .016), reported Niloy Jewel Samadder, MD, 
of the University of Utah in Salt Lake City, to-
gether with his associates. Furthermore, micro-
satellite instability (MSI) was detected in 32% 
of postcolonoscopy colorectal cancers, versus 
13% of detected colorectal cancers (P = .005). 
These �indings may point to differences in the 
underlying biology of postcolonoscopy colo-
rectal cancers and detected colorectal cancers, 
they said. Studies are needed “to determine 
if postcolonoscopy cancers arise through a 
speci�ic genetic pathway that may accelerate 
neoplastic progression,” they wrote in Clinical 
Gastroenterology and Hepatology.

Postcolonoscopy colorectal cancers are a 
“small but clinically important subset of colorec-
tal cancers” that are diagnosed after the patient 
has a colonoscopy in which no cancer is detect-

ed, the researchers noted. These cancers have 
an estimated global prevalence ranging from 3% 
to 9% and an estimated pooled prevalence of 
3.7% ( Am J Gastroenterol. 2014;109:1375-89). 
Risk factors for postcolonoscopy colorectal can-
cers include low adenoma detection rates, rural 
facilities, and care by physicians who are not 
gastroenterologists. However, tumor-speci�ic and 
patient-speci�ic factors, including location within 
the colon and superior survival, compared with 
detected cancers, raises the possibility of under-
lying molecular differences related to tumori-
genesis, the researchers said.

To investigate this idea, they retrospectively 
analyzed data from residents of Utah between 
50 and 80 years old who had a colonoscopy 
between, Feb. 15, 1995, and Jan. 31, 2009, at 
one of two large clinical facilities in Utah (Inter-
mountain Healthcare or the University of Utah 
Health Sciences). Using a state population-based 
database, they merged medical information from 
these patients with cancer histories from the 
Utah Cancer Registry. This enabled them to com-
pare all 84 postcolonoscopy colorectal cancers 
(de�ined as those detected within 6-60 months 
of colonoscopy) with tissue available for analysis 
with 84 detected colorectal cancers (detected 
within 6 months of a colonoscopy).

In the multivariable analysis, MSI was the only 
molecular feature that was signi�icantly more 

frequent in postcolonoscopy versus detected 
colorectal cancers (odds ratio, 4.20; 95% con-
�idence interval, 1.58-11.14). However, postco-
lonoscopy colorectal cancers were signi�icantly 
more likely to be early stage (86% versus 69% 
for detected colorectal cancers; P = .040). Five-
year survival did not signi�icantly differ between 
the groups.

“The molecular signatures of postcolonosco-
py colorectal cancers in our study overlap with 
those of sporadic MSI and serrated pathways, 
suggesting these mechanisms play a dispropor-
tionate role in postcolonoscopy colorectal can-
cers,” the researchers said. “Additional studies 
are needed to determine whether these post-
colonoscopy colorectal cancers arise through a 
familial cancer pathway and/or serrated neo-
plastic pathway of sporadic lesions.

Funders included the American College of Gas-
troenterology, the National Cancer Institute, the 
Huntsman Cancer Foundation, the University of 
Utah, and the Utah Department of Health. Dr. Sa-
madder reported consulting relationships with 
Cancer Prevention Pharmaceuticals and Janssen 
Research and Development. The other research-
ers reported having no con�licts of interest.

g inews@gastro.org 

SOURCE: Samadder NJ et al. Clin Gastroenterol Hepatol. 
2019 Mar 28. doi: 10.1016/j.cgh.2019.02.040. 

�FROM THE AGA JOURNALS

Postcolonoscopy CRCs had unique  features

  CLINICAL CHALLENGES AND IMAGES

By Ruhail Kohli, MD, Hubert H. Fen-
ton, MD, and Lisa M. Forman, MD. 
Published previously in Gastroen-
terology (2018;154[6]:1588-9).

A 68-year-old woman with a
history of pulmonary sar-

coidosis, chronic lymphocytic 
thyroiditis, hyperlipidemia, and 
osteopenia was evaluated for 
elevated liver enzymes. Liver en-
zymes were found to be elevated 7 
months earlier. Routine laboratory 
tests showed aspartate amino-
transferase of 57 U/L (upper limit, 
39 U/L), alanine aminotransferase 
of 54 U/L (upper limit, 52 U/L), 
alkaline phosphatase of 175 U/L 
(upper limit, 117 U/L), and total 
bilirubin of 0.5 mg/dL (upper lim-
it, 1.3 mg/dL). She was on pred-
nisone 5 mg/d, methotrexate 17.5 
mg/wk, and atorvastatin 40 mg/d. 
Methotrexate and atorvastatin 
were stopped and prednisone in-
creased to 10 mg/d.

Two months later, repeat lab-
oratory tests showed aspartate 
aminotransferase of 213 U/L, ala-

nine aminotransferase of 93 U/L, 
alkaline phosphatase of 1,472 U/L, 
and total bilirubin of 6.0 mg/dL. 
The initial ultrasound scan was 
normal. On further assessment, 
she complained of malaise, weight 
loss, shortness of breath, dry 
eyes, dry mouth, and insomnia. 
She denied any signi�icant alcohol 
use. No new medications or sup-
plements were started recently. 
Vital signs were normal. Physical 
examination was unremarkable. 
Viral hepatitis serologies were 
negative. Antinuclear antibody, 
anti–smooth muscle antibody, and 
antimitochondrial antibody were 
negative. She had a magnetic reso-

nance cholangiopancreatography, 
which showed splenomegaly but 
was otherwise unremarkable. 
She had a liver biopsy (Figure A), 
which showed nonnecrotizing 
granulomas (yellow arrows) with 
a chronic in�lammatory lympho-
cytic in�iltrate.

Given these �indings, prednisone 
was increased to 20 mg. In the 
interim, the patient was admitted 
with acute acalculous cholecystitis. 
She had a laparoscopic cholecys-
tectomy and an intraoperative 
liver biopsy. She developed respi-
ratory failure postoperatively and 
was transferred to intensive care. 
Stress dose steroids and antibiot-

ics were initiated. Laboratory tests 
showed a white blood cell count of 
13.8 × 109/L, hemoglobin of 9.4 g/
dL, platelets at 223 × 109/L, aspar-
tate aminotransferase of 97 U/L, 
alanine aminotransferase of 63 
U/L, alkaline phosphatase of 1,607 
U/L, total bilirubin of 5.8 mg/dL 
(direct 3.3), and albumin of 2.4 g/
dL. Pathology from the gallbladder 
(Figure B) and the intraoperative 
liver biopsy (Figure C) showed 
cells pathognomonic for the condi-
tion (green arrows).

On the basis of these �indings, 
what is the �inal diagnosis?

The diagnosis is on page 13. 

What is your diagnosis?
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What’s new with the liver and the microbiome
BY JASMOHAN BAJAJ, MD, AGAF

There is a growing interest in the gut-brain-liv-
er axis and the relationship between the gut 
microbiome and liver diseases such as nonal-

coholic fatty liver disease (NAFLD). I want to high-
light three recent articles with clinical implications 
for those with an interest in these connections.

This �irst paper generated a lot of media cover-
age recently. It is a fascinating story that started 
with a single patient who presented with severe 
nonalcoholic steatohepatitis and autobrewery 
syndrome – which caused the patient to have ex-
tremely high blood alcohol concentrations despite 
an alcohol-free (but high-carbohydrate) diet. The 
authors went on to study the broader implications 
of the gut microbiota in patients with NAFLD.

• Yuan J et al. Fatty liver disease caused by
high-alcohol-producing Klebsiella pneumoniae.
Cell Metab. 2019 Oct 1;30(4):675-88.e7. doi:
10.1016/j.cmet.2019.08.018. Epub 2019 Sep 19.

Key takeaway: This translational study found 
that the gut microbiomes of Chinese patients with 
NAFLD, when compared to healthy patients, had 
signi�icantly higher levels of high-alcohol-produc-

ing strains of Klebsiella pneumoniae (Kpn).
More details: When Kpn were isolated from 

human subjects and transplanted to mice, the mice 
developed NAFLD. Mice who received Kpn trans-
plants also had higher blood alcohol levels when 
given a glucose infusion. These results suggest that 
endogenous alcohol produced by the gut micro-
biota could help drive NAFLD and that assessing 
blood alcohol concentration after a glucose infu-
sion should be studied further as a potential bio-
marker for the diagnosis and treatment of NAFLD. 

Important caveats: Only 60% of patients in 
the study had elevated Kpn in their gut micro-
biomes and only Chinese patients were studied, 
so these results must be tested in more diverse 
racial, ethnic, and geographic populations for 
broader applicability. (Note that Zhu et al. have 
shown this phenomenon from other taxa belong-
ing to Enterobacteriaceae in pediatric NASH.)

The next two papers focus on hepatic enceph-
alopathy (HE), a very prevalent neurocognitive 
disorder that is epidemic in patients with chronic 
liver disease and can also occur as part of acute liv-
er failure. HE can have an overt acute form (OHE), 
characterized by altered mental status that is 

prone to recurrence even after the patient returns 
to their baseline and a more common minimal or 
subclinical form (MHE). MHE is associated with 
poor clinical and psychosocial outcomes, is treat-
able, but is dif�icult to diagnose because of logistic 
concerns regarding testing strategies. The �irst 
paper compares the gut microbiomes of patients 
with cirrhosis but with or without OHE during hos-
pitalizations, including associations with mortality 
and recurrences after 1 year. The second paper, 
from my own group, looks at the gut and salivary 
microbiomes as potential signatures for diagnosing 
cognitive function in patients with HE.

• Sung CM et al. Predicting clinical outcomes of
cirrhosis patients with hepatic encephalopathy
from the fecal microbiome. Cell Mol Gastroenter-
ol Hepatol. 2019;8(2):301-18.e2. doi: 10.1016/j.
jcmgh.2019.04.008. Epub 2019 Apr 18.

Key takeaway: This study tracked the gut 
microbiomes of patients with acute episodes of 
overt hepatic encephalopathy (AHE) throughout 
the treatment and recovery process as well as the 
outcomes of these patients 1 year after they were 
treated at the emergency unit. Importantly, in-

NEWS FROM THE AGA

Dr. Anil Rustgi and Dr. Raymond 
DuBois elected to National 
Academy of Medicine

Anil Rustgi, MD, AGAF, and Ray-
mond DuBois, MD, PhD, AGAF, 

were elected to the National Acad-
emy of Medicine, considered one 
of the highest 
honors in the 
�ields of health 
and medicine 
and recogniz-
es individuals 
who have 
demonstrated 
outstanding 
professional 
achievement 
and commit-
ment to service.

Share your congratulations 
with both Dr. Rustgi and Dr. Du-
Bois on the AGA Community. 

Dr. Rustgi is recognized for illu-
minating the importance of GI can-
cers, genomics, and genetics and 
demonstrating that p120-catenin, 
part of the adherens junctions, is a 
tumor suppressor gene in cancers 
and the �irst to link p120-catenin to 
mesenchymal-epithelial transition 
(MET) in tumor metastasis, ad-
vancing therapeutic opportunities. 

Dr. Rustgi is Irving Professor 

of Medicine and director of the 
Herbert Irving Comprehensive 
Cancer Center, and associate dean 
of oncology, department of med-

icine, Vagelos 
College of 
Physicians 
and Surgeons 
at Columbia 
University, 
New York. 

Dr. DuBois 
is recognized 
for discovering 
the critical and 
mechanistic 

role of prostaglandins (PGs)/cy-
clooxygenase in colon cancer and 
its malignant progression, eluci-
dating the role of PGs in the tumor 
microenvironment, and spear-
heading the now common use of 
drugs for human cancer preven-
tion that target the PG pathway, 
like aspirin and other NSAIDs.

Dr. DuBois is dean of the Col-
lege of Medicine, and professor 
of biochemistry and medicine at 
The Medical University of South 
Carolina, Charleston. 

ginews@gastro.org

GI society update on MOC reform
Our work was suspended when 

ABIM announced the creation of 
a new longitudinal assessment op-
tion for maintenance of certi�ication 
across all specialties. 

GI society leaders are in touch with 
ABIM. Here’s an update on what we 
know:
• The ABIM Board of Directors com-

mitted to evolve its program to
provide a longitudinal assessment
option for Maintenance of Certi�i-
cation (MOC), offering a self-paced
pathway for physicians to acquire
and demonstrate ongoing knowl-
edge. The traditional, long-form
assessment will also remain an
option, as some physicians have ex-
pressed a preference for a point-in-
time exam taken less frequently.

Our next steps include seeking clari-
ty from ABIM including:
1. The milestones in the process to
create the new pathway.
2. When the new pathway will be
available to diplomates.
3. Consideration and integration of
the GI societies’ principles in the
development of the new pathway for
recerti�ication, including:

a. MOC needs to be simpler, less
intrusive, and less expensive.

b. We continue to support alter-
natives to the high-stakes, every-10-
year recerti�ication exam.

c. We do not support single-source
or time-limited assessments, as they 
do not represent the current realities 
of medicine in the digital age.

d. We support the concept that, for
the many diplomates who specialize 
within certain areas of gastroenter-
ology and hepatology, MOC should 
not include high-stakes assessments 
of areas in which the diplomate may 
not practice.

e. We support the principles of
lifelong learning, as evidenced by 
ongoing CME activities, rather than 
lifelong testing.
4. The role the GI societies, as rep-
resentatives for thousands of U.S.
members who are ABIM diplomates,
play in the creation and implementa-
tion of the new pathway.

AASLD, ACG, AGA and ASGE want 
to be fully informed and fully re-
spected partners in an endeavor that 
touches upon one of the toughest 
challenges facing our members and 
the single issue we hear about most 
often requesting our help.

We will continue to update our 
members as we learn the answers to 
these questions from ABIM.

Together, our �irst priority on the 
MOC issue remains ensuring that GI 
diplomates have a pathway for recer-
ti�ication that meets your needs. 

ginews@gastro.org

Dr. Rustgi Dr. DuBois

Continued on following page
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creased Lactobacillus during the AHE 
stage was significantly associated 
with patient mortality 1 year later.

More details: The investigators 
compared the gut microbiomes of 
emergency room patients with cir-
rhosis and AHE versus outpatients 
with compensated cirrhosis without 
HE, advanced stages of cirrhosis with-
out HE, and healthy individuals. They 
found that several genera were sig-
nificantly more abundant in patients 
with AHE: Veillonella, Clostridium XI, 
Prevotella, and Enterococcus. Veil-
lonella parvula was the most prev-
alent species in patients with AHE. 
The authors concluded that specific 
microbiota are associated with the 
disease progression of HE and that 
certain microbiota could be further 
explored as probiotic treatments to 
suppress HE in susceptible patients.

Important caveats: We know 
that strains of microbiota within 
the same species can have dramati-
cally different effects, and this study 
does not explore the gut microbiota 
to the strain-specific level. The au-
thors also acknowledged that their 
results conflict with other recent 
studies that showed no difference 
in the gut microbiota between cir-
rhosis patients with and without 
HE. Clearly, there are more studies 
that need to be done before we can 
develop meaningful clinical diag-
nostics or interventions based on 
this study and other related studies.

• Bajaj JS et al. Specific gut and
salivary microbiota patterns are
linked with different cognitive test-
ing strategies in minimal hepatic
encephalopathy. Am J Gastroenter-
ol. 2019 Jul;114(7):1080-90. doi:
10.14309/ajg.0000000000000102.

Key takeaway: This study of 
nearly 250 patients found unique 
signatures of gut and salivary mi-
crobiota in cirrhotic patients with 
MHE and found specific taxa that 
were associated with normal cogni-
tion regardless of modality of test-
ing used to diagnose MHE.  

More details: The investigators 
found that Lactobacillaceae were 
higher in both the gut and salivary 
microbiomes of cirrhosis patients 
with MHE, even in patients not on 
lactulose therapy. In contrast, patients 
without MHE had higher levels of 
Lachnospiraceae. Independent of clin-
ical variables, Lachnospiraceae genera 
(including Ruminococcus and Clos-
tridium XIVb) were associated with 
good cognitive function. These results 
could inform future cognitive testing 
strategies for MHE. MHE testing was 

performed using three separate strat-
egies (app based, computer based, 
and paper-pencil based) and specific 
microbiota were associated with 
normal cognition regardless of which 
testing strategy was used.

Important caveats: These stud-

ies were limited to a U.S. regional 
population of patients and should be 
repeated in more diverse patient pop-
ulations before the results are gener-
ally applied to all patients with MHE. 

Dr. Bajaj is a professor in the depart-

ment of internal medicine, division 
of gastroenterology, hepatology, and 
nutrition, Virginia Commonwealth 
University, Richmond, and a member, 
AGA Center for Gut Microbiome Re-
search and Education Scientific Advi-
sory Board.

Continued from previous page
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NEWS FROM THE AGA

Meet Rep. Donald Payne Jr. – A staunch advocate for 
increasing access to colorectal cancer screening

Rep. Donald Payne Jr., D-N.J., has 
been representing the 10th con-
gressional district of New Jersey 

which includes the Newark area and 
the thriving life-sciences community 
in the region since 2012. Rep. Payne 

ran to serve in the seat that his father, 
the late Rep. Donald M. Payne, D-N.J., 
held for 11 terms until his untimely 
death in March 2012. The elder Payne 
succumbed to colon cancer 1 month 
after his initial diagnosis, and Rep. 

Payne has made it his personal mis-
sion since assuming his father’s seat 
to increase awareness of colorectal 
cancer screenings. In fact, shortly af-
ter entering office, Rep. Payne wrote 
an op-ed with AGA member Carla 

Ginsburg, MD, MPH, AGAF, on the 
importance of screening, relaying in 
deeply personal terms the cost of not 
getting screened.

Rep. Payne also made it a top 
priority to push national awareness 
of colon cancer screening beyond 
the halls of Congress. To that end, 
Rep. Payne successfully lobbied the 
Obama adminis-
tration in 2014 
to designate 
March as Na-
tional Colorectal 
Cancer Aware-
ness Month 
– the first col-
orectal cancer
presidential
proclamation in 
over a decade.
The presidential proclamation was
subsequently reissued in both 2015
and 2016 by the Obama administra-
tion and in 2018 and 2019 by the
Trump administration. Additionally,
Rep. Payne introduces a resolution
in the House of Representatives
every year to designate March as
National Colorectal Cancer Aware-
ness Month in an effort to further
promote awareness and education-
al activities of colorectal cancer
screening in the chamber.

Most importantly, Rep. Payne is the 
lead champion of legislative efforts 
in the House to increase access to 
colorectal cancer screenings. Specif-
ically, Rep. Payne is the lead sponsor 
of H.R. 1570, the Removing Barriers 
to Colorectal Cancer Screening Act, 
legislation that has been one of AGA’s 
top policy priorities. The legislation, 
which enjoys broad bipartisan sup-
port with over 300 cosponsors in the 
House, would correct the Medicare 
beneficiary coinsurance issue when a 
screening colonoscopy becomes ther-
apeutic. He also is a strong support-
er of biomedical research funding, 
noting in an op-ed with former Rep. 
Charlie Dent, R-Pa., that “scientists 
need stable, consistent, and robust 
funding to ensure that we can contin-
ue ... breakthroughs for the colorectal 
cancer community and beyond.”

AGA looks forward to continuing to 
work with Rep. Payne and his office 
in the 116th Congress on these crit-
ical issues and on policies affecting 
our patients and the field of gastroen-
terology.

ginews@gasto.org

Rep. Payne
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NEWS FROM THE AGA

Inside Dr. Swathi Eluri’s journey 
to physician-scientist

Inspired by her father, who was 
diagnosed with in�lammatory 
bowel disease (IBD), Swathi 

Eluri, MD, spent time during her 
college days at the University of 

North Carolina 
(UNC), Chapel 
Hill, in a GI 
basic science 
lab hoping 
to better un-
derstand this 
condition. This 
experience 
was pivotal for 
Dr. Eluri – she 
recognized her 

passion for research and began 
her journey to physician-scientist.

After a stint at John Hopkins 
Hospital in Baltimore for her 
medical degree and residency, 
Dr. Eluri returned to UNC Chapel 
Hill for her GI fellowship, where 
she remains today as an assis-
tant professor of medicine in the 
division of gastroenterology and 
hepatology. Dr. Eluri’s research 
is focused on increasing early 
detection of esophageal cancer, to 

allow for earlier and more effec-
tive treatment. The AGA Research 
Foundation was proud to support 
Dr. Eluri’s work with a 2018 AGA 
Research Scholar Award.

Learn more about Dr. Swathi 
Eluri’s inspiring career by visiting: 

https://www.gastro.org/news/
inside-dr-swathi-eluris-journey-to-
physician-scientist.

ginews@gastro.orgDr. Eluri

Help AGA build a community 
of investigators through the 
AGA Research Foundation. 

Your donation to the AGA 
Research Foundation can fund 
future success stories by keep-
ing young scientists working to 
advance our understanding of 
digestive diseases. Make your 
year-end donation today at 
www.gastro.org/donateonline.

  CLINICAL CHALLENGES AND IMAGES

Answer to: “What is your 
diagnosis?” on page 9: Hodgkins 
lymphoma of the liver

The gallbladder (Figure B) as well as the intra-
operative liver biopsy (Figure C; insert showing 
cells under higher power) showed nonnecrotiz-
ing granulomas along with scattered in�iltration 
by atypical large cells morphologically consistent 
with Hodgkin-Reed-Sternberg cells in a lymphoid 
background (Figures B, C, green arrows). Immu-
nohistochemistry showed these were positive for 
CD30 (Figure D, liver biopsy), weakly positive for 
PAX5, and negative for CD15, CD20, CD79a, and 
ALK-1. Given the pathologic �indings, the patient 
was diagnosed with Hodgkins lymphoma.

The patient had a history of mediastinoscopy 
and lymph node biopsy in the past at an outside 
hospital with reported noncaseating granulomas 
and no other abnormalities; those slides could 
not be obtained for independent review. Primary 
lymphomas of the liver are exceedingly rare, but 
advanced lymphoma can have liver involvement.1
Hodgkins lymphoma of the liver is extremely un-
common.2 It can present with fever, hepatomeg-
aly, and jaundice.1 The diagnostic yield of a liver 
biopsy ranges from 5% to 10% depending on 

core versus wedge biopsy.1 Pathologically, there 
is portal in�lammation and atypical histiocytic 
aggregates but Hodgkin-Reed-Sternberg cells are 
required for diagnosis. These cells stain positive 

for CD15 and CD30 in around 80% of cases.3
Lymphoma should remain in the differential 
when granulomas are seen in the liver biopsy. 
Our patient clinically decompensated by the time 
the diagnosis was con�irmed. The family decided 
not to pursue aggressive treatment in hospital 
and the patient was discharged home, where she 
expired.

References
1. In R.N.M. MacSween (Ed.) Pathology of the liver. Edinburgh: Chur-
chill Livingstone. 1979.

2. Levitan R, Diamond H, Lloyd C. The liver in Hodgkin’s disease. Gut. 
1961;2:60.

3. Kanel GC, Korula J. Atlas of liver pathology. Philadelphia: 2005. Else-
vier/Saunders.

ginews@gastro.org
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Top AGA Community 
patient cases
Physicians with dif�icult patient

scenarios regularly bring their 
questions to the AGA Community 
(https://community.gastro.org) 
to seek advice from colleagues 
about therapy and disease manage-
ment options, best practices, and 
diagnoses. 

In case you missed it, here are 
the most popular clinical discus-
sions shared in the forum recently:

1.Severe lower GI bleed (http://
ow.ly/iTrS30pOKaP) – A 15-year-

old male patient was sent to the ER 
with severe lower GI bleed after 
a general physical exam revealed 
he was experiencing hypotension 
and tachycardia. The GI community 
discusses diagnostic possibilities 
for severe lower GI bleed at such 
young age and management op-
tions.  

2.Refractory nausea and vomiting
in a transgender patient (http://

ow.ly/Di9C30pOKbq) – In this case 
of a 45-year-old transgender male-
to-female patient, the community 
deliberates on several clinical is-

sues, including a nonbinary gender 
option on patient identi�ication 
forms, treatment options for the 
patient, and if hormonal therapy is 
contributing to GI symptoms. 

3.Multidisciplinary guidelines
(http://ow.ly/BtUK30pOKC8) –

Are multidisciplinary guidelines 
with related specialty societies 
“the need of the hour” or too rare 
and short-lived for the effort? 

Also in the forum: The AGA Clini-
cal Practice Updates Committee is 
soliciting topics for future clinical 
expert review and commentar-
ies commissioned by AGA. Share 
your ideas with the GI community 
(http://ow.ly/siV930pOJS1).

Access these clinical cases and more 
discussions at https://community.
gastro.org/discussions.  
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immune-mediated disease, for which 
no Food and Drug Administration–
approved drug therapy exists yet.  

“This is the �irst phase 3 trial to 
demonstrate ef�icacy using the val-
idated Dysphagia Symptom Ques-
tionnaire, the �irst completed phase 
3 trial of any medical therapeutic 
for eosinophilic esophagitis, and the 
largest clinical trial for eosinophilic 
esophagitis conducted to date,” de-
clared Dr. Hirano, professor of med-
icine at Northwestern University in 
Chicago.

This was a 12-week induction ther-
apy study including 318 adolescents 
and adults randomized 2:1 to 2 mg of 
budesonide oral suspension (BOS) or 
placebo twice daily. Patients were in-
structed not to eat or drink anything 
for 30 minutes afterward to avoid 
washing away the medication. 

This was a severely affected pa-
tient population with high-level 
in�lammatory activity: Their mean 
baseline peak eosinophil count 
was 75 cells per high-power �ield, 
well above the diagnostic threshold 
of 50 eosinophils per high-power 
�ield. In keeping with a requirement 
for study participation, all patients 
had failed to respond to at least 6 
weeks of high-dose proton pump 
inhibitor therapy. They also had to 
experience solid-food dysphagia on 
at least 4 days per 2 weeks. More 
than 40% of subjects had previous-
ly undergone esophageal dilation. 

One coprimary endpoint addressed 
histologic response, de�ined as 6 or 
fewer eosinophils per high-power 
�ield after 12 weeks of double-blind 
treatment. The histologic response 
rate was 53% in the BOS group and 
1% in placebo-treated controls. 

The other coprimary endpoint 
was symptom response as de�ined 
by at least a 30% reduction from 
baseline in the Dysphagia Symp-
tom Questionnaire score. This was 
achieved in 53% of patients on BOS 

and 39% of controls. 
The prespeci�ied key secondary 

endpoint was the absolute reduc-
tion in Dysphagia Symptom Ques-
tionnaire score through week 12. 
From a mean baseline score of 30 
out of a possible 84, the swallowed 
steroid recipients experienced a 
mean 13-point improvement, com-
pared with a 9.1-point improve-
ment for those on placebo. 

The topical budesonide group 
also did signi�icantly better than 
placebo in terms of all other sec-
ondary endpoints. Endoscopic im-
provement as re�lected in the mean 
Eosinophilic Esophagitis Reference 
Score was greater in the BOS group 
by a margin of 4 versus 2.2 points. 
A high-bar histologic response rate 
of no more than a single eosinophil 

per high-power �ield at week 12 
was achieved in one-third of the 
BOS group and zero controls. The 
overall peak eosinophil count from 
baseline to week 12 dropped by an 
average of 55.2 cells per high-pow-
er �ield in the budesonide group, 
compared to a 7.6-eosinophil 
decrease in controls. And the pro-
portion of patients with no more 
than 15 eosinophils per high-power 
�ield at week 12 was 62% with BOS, 
compared with 1% with placebo. 

Treatment-emergent adverse 
events were similar in the two 
study arms and were mild to mod-
erate in severity. Of note, however, 
the 3.8% incidence of esophageal 
candidiasis rate in the topical cor-
ticosteroid group was twice that 
seen in the placebo arm. Adrenal 
function as assessed by ACTH stim-
ulation testing at baseline and 12 
weeks was normal in 88% of the 
BOS group and 94% of controls. 

Dr. Hirano noted that adrenal 
function will continue to be care-
fully monitored during an ongoing, 
phase 3, double-blind, placebo-con-
trolled BOS maintenance study. 

He reported receiving research 
funding from and serving as a con-
sultant to Takeda, the study spon-
sor, as well as a handful of other 
pharmaceutical companies.

bjancin@mdedge.com 

Drug reduced eosinophil count 
Budesonide from page 1

Dr. Ikuo Hirano
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Amneal Pharma issues recall for ranitidine products
BY LUCAS FRANKI

MDedge News

Amneal Pharmaceuticals has announced a 
voluntary recall for both ranitidine tab-
lets and ranitidine syrup because of po-

tential N-nitrosodimethylamine (NDMA) levels 
above Food and Drug Administration–allowed 
cutoffs, according to an FDA MedWatch alert.

NDMA, a probable human carcinogen, has been 

found in several different ranitidine products since 
an initial FDA announcement in September 2019. 
Ranitidine, a histamine2 receptor blocker, is indicat-
ed for multiple conditions, including treatment and 
prevention of ulcers of the stomach and intestines 
and treatment of gastroesophageal re�lux disease.

The affected ranitidine products being recalled 
by Amneal include 60-, 100-, 180-, 500-, and 
1,000-count 150-mg tablets; 30-, 100-, 250-, and 
1,000-count 300-mg tablets; and a 15-mg/mL 

syrup. The manufacturer has not received any 
reports of adverse events con�irmed to be direct-
ly related to the recall.

Consumers should contact their physicians or 
health care providers if they have experienced 
any problems that may be related to the use of 
this drug product, the FDA said. Adverse reactions 
or quality problems can be reported to Amneal 
Drug Safety by phone at 1-877-835-5472.

lfranki@mdedge.com

This is an exciting abstract from Hirano et al. high-
lighting the results of the �irst phase 3 trial for an 

eosinophilic esophagitis (EoE) treatment. Further-
more, the trial design, which included histologic and 
symptom-based endpoints, may be critical to 
attaining Food and Drug Administration ap-
proval. Given the lack of any FDA-approved 
therapies for EoE, the results of this trial are 
welcome news for clinicians who treat pa-
tients with EoE. 

This study of a topical muco-adherent 
steroid formulation (budesonide oral sus-
pension) speci�ically designed to treat EoE 
signi�icantly improved histologic, symptom, 
and endoscopic endpoints, compared with 
placebo. Of note, 62% of patients on the 
drug achieved a histologic response of less than 15 
eosinophils per high-power �ield (53% achieved less 
than 6), compared with 1% in the placebo group. 
This study supplements the existing data supporting 
the use of swallowed topical steroids in EoE. 

It is important to note that the subjects in this study 
had fairly severe disease, with more than 40% hav-
ing previously undergone esophageal dilation and all 

patients experiencing dysphagia, on average, multiple 
times per week. Given the disease severity in the sub-
ject population, there can be even greater enthusiasm 
regarding the response rates for the budesonide group. 
Also notable is the relatively high dose of budesonide 
used in this study (2 mg twice daily), which may 

have contributed to the 3.8% incidence of 
esophageal candidiasis. Importantly, adrenal 
function was assessed during the study and 
will be monitored during the ongoing main-
tenance portion of the study. 

These last points do highlight the chal-
lenges of treating more severe EoE given 
38% of patients did not achieve histologic 
remission (less than 15 eosinophils per 
high-power �ield) despite the doses of 
budesonide used in this study. This empha-
sizes the need for other treatment options 

for steroid nonresponders. 
Taken together, these results are very exciting and will 

lead to an FDA-approved EoE treatment in short order.

Paul Menard-Katcher, MD, is associate professor of 
medicine in the division of gastroenterology and hepa-
tology at the University of Colorado at Denver, Aurora. 
He has no con�licts of interest. 

PERSPECTIVE

New hope for EoE treatment

Dr. Menard-Katcher
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since 2013 – in which the FDA has 
exercised “enforcement discretion,” 
should be allowed to continue.

“Enforcement discretion has been 

successful in enabling and over-
coming key barriers to access to 
treatment,” said Majdi Osman, MD, 
clinical program director at Open-

Biome, a nonprofit stool bank based 
in Cambridge, Mass. Dr. Osman said 
that 98% of the U.S. population now 
lives within a 2-hour drive of an 
FMT provider.

Amanda Kabage, a researcher and 
donor program coordinator for the 
Microbiota Therapeutics program at 

the University of Minnesota in Min-
neapolis, and herself a former recip-
ient of FMT, said she was in favor of 
continuing the FDA policy.

“If enforcement discretion were to 
go away, patients far sicker than I was 
will not have access. They’ll get sicker 
and they will die,” Ms. Kabage said.

But, she added, the FDA had missed 
an opportunity by not insisting on 
collecting outcomes and safety data. 
Minnesota has established a patient 
registry to do just that, and physicians 
cannot administer FMT unless they 
agree to participate, she said. In re-
sponse, FDA panelists noted that the 
agency cannot mandate data collec-
tion under an enforcement policy.

Lee Jones, founder and chief ex-
ecutive officer of Rebiotix/Ferring, 
a biotech company focused on the 
development of microbiome-based 
therapeutics, argued for tighter re-
strictions, however, claiming that 
increased access – and the FDA pol-
icy – had led to a fourfold decrease 
in enrollment since the company 
began study of its lead FMT product, 
RBX2660, in 2013.

“We’re dealing with an orphan in-
dication and the patients were hard 
to come by to begin with,” she said at 
the meeting. “Enforcement discretion 
has slowed our clinical development 
and delayed patient access to FDA-ap-
proved therapies by over 2 years.”

An investigator at the University of 
Texas Health Science Center at Hous-
ton, Herbert DuPont, MD, who has 
administered FMT and is conducting 
a trial for Rebiotix, said his center 
wanted the FDA policy to continue 
“allowing multiple groups to perform 
FMT for recurrent [Clostridium diffi-
cile], because of the incredible public 
health need.”

But, he added, “We’re very con-
cerned about industry and ability to 
do clinical trials.”

Those trials are important, Dr. 
DuPont said. “I think we have to 
address very actively how industry 
can move these products through,” 
he said, “because all of us want to 
remove the F from FMT,” by isolating 
the necessary elements of the pro-
cess while not having the risk some-
times associated with human stool.

Policy slow to evolve
“I’m frustrated that it’s taken over 6 
years and three draft guidances to 
get us this far,” Christian John Lillis, 
executive director of the Peggy Lillis 
Foundation – a group dedicated to 
creating awareness about the dangers 
of C. difficile – said at the meeting.

Mr. Lillis said that probably several 
thousand deaths had been prevented 

Is enforcement restriction needed?
Transplants from page 1

Continued on following page
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through increased FMT access, but 
that it was time to create a concrete 
policy that advanced the therapy.

The FDA guidance issued in 2013 
allowed physicians to provide FMT 
for recurrent or refractory C. dif�icile
infection without �iling an investiga-
tional new drug (IND) application.

Clinicians must obtain informed 
consent that includes a discussion of 
the risks, and a statement that FMT 
is investigational. In March 2016, the 
agency issued a revised draft guid-
ance that it was aiming to require 
stool banks to apply for INDs, as re-
ported by Medscape Medical News.

OpenBiome has �lourished under 
the current policy. It has provided 
more than 50,000 treatments to 
1,200 hospitals and clinics, and has 
provided FMT for 49 clinical trials 
and for 16 single patients who re-
ceived INDs, Dr. Osman said.

But requiring INDs for all centers 
is a bad idea, he said. “IND require-
ments are insurmountable for most 
health centers,” Dr. Osman said, 
noting that most of the FMT mate-
rial OpenBiome produces is sent to 
community-based physicians.

“These requirements would likely 
mean restrictions in access for stool 
bank–provided FMT and potentially 
pushing patients to physician-direct-
ed FMT or discouraging physicians 
from using FMT at all,” he said.

Stacy Kahn, MD, FMT director at 
Boston Children’s Hospital, said that 
having ready access from a stool 
bank was crucial.

“Universal donor FMT is much 
easier, much faster, and much more 
cost effective than what we can do 
as clinicians,” she said.

Safety, ef� cacy data emerge
One unpublished study showed that 

75% of patients treated since 2011 
had a sustained cure, noted Colleen 
Kelly, MD, a Brown University pro-
fessor of medicine and principal 
investigator for the National Insti-
tutes of Health–funded national 
FMT registry (although the data in 
the study were not from the nation-
al FMT registry).

The study, which was a collab-
oration between the Alpert Med-
ical School of Brown University, 
Brigham and Women’s Hospital, 
and Indiana University School of 
Medicine, attempted follow-up on 
533 patients; 208 were successfully 
contacted, and an additional 55 had 
died, none due to FMT. 

Dr. Kelly presented data from the 
FMT National Registry showing 
that, at 1 month post transplant, 
2 (1%) of 253 patients had an in-
fection possibly related to FMT; 1 
with Bacteroides fragilis and 1 with 

enteropathogenic E. coli. Seven hos-
pitalizations were deemed related 
or possibly related to FMT, including 
two recurrences of C. dif�icile.

At 6 months post transplant, 8 
(5%) of 152 patients had a serious 
infection, and 23 patients report-
ed a diagnosis of a new condition, 
primarily diarrhea-predominant 
irritable bowel syndrome, which is 
common post FMT, said Dr. Kelly, 
who presented the data on behalf 
of AGA, which administers the reg-
istry.

The AGA supports a continuation 
of the enforcement discretion as a 
means to maintain patient access 
where the evidence supports the 
use of FMT, but the group does not 
back use of FMT outside medical 
supervision, Dr. Kelly said.

This article originally appeared on 
Medscape.com. 

Continued from previous page
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A sepsis death linked to fecal microbiota transplantation 
BY BIANCA NOGRADY

MDedge News

Two cases of bacteremia have been described 
in two patients who received fecal microbio-
ta transplants from the same donor.

Writing in the New England Journal of Medi-
cine, researchers reported the two case studies 
of extended-spectrum beta-lactamase (ESBL)–
producing Escherichia coli bacteremia, one of 
which ended in the death of the patient. These 
cases were previously announced by the FDA in 
a June 2019 safety alert.

Zachariah DeFilipp, MD, from Massachusetts 
General Hospital at Harvard Medical School, Bos-
ton, and coauthors wrote that fecal microbiota 
transplantation (FMT) is rarely associated with 
complications. Placebo-controlled trials and a 
systematic review have found similar rates of 
complications in immunocompromised and im-
munocompetent recipients. Only four cases of 
gram-negative bacteremia have previously been 
reported, and in three of these, there was a plau-
sible alternative explanation for the bacteremia.

In this paper, both patients received fecal mi-
crobiota transplantation via frozen oral capsules 
containing donor stool. These capsules were 
prepared prior to the implementation of screen-
ing for ESBL-producing organisms at the instu-
tions, and were not retrospectively tested since 
this expanded donor screening. 

The �irst patient was a 69-year-old man with 
liver cirrhosis attributed to hepatitis C infection 
who was enrolled in a trial of fecal microbiota 
transplantation via oral capsules to treat hepatic 
encephalopathy.

The �irst sign of the adverse event was a fever 
and cough, which developed 17 days after the 
�inal dose of 15 capsules. He was treated for 
pneumonia but failed to improve after 2 days, at 
which time gram-negative rods were discovered 
in blood cultures taken at the initial presentation.

After admission and further treatment, blood 
cultures were found to have ESBL-producing E. 
coli, and after further treatment, the patient was 
clinically stable. A stool sample taken after treat-
ment was negative for ESBL-producing E. coli.

The second case study was a 73-year-old man 

with therapy-related myelodysplastic syndrome 
who was undergoing allogeneic hematopoietic 
stem cell transplantation and was receiving fecal 
microbiota transplantation via oral capsules as 
part of a phase 2 trial. 

Eight days after the last dose of oral capsules, 
and 5 days after the stem cell infusion, the man 
developed a fever, chills, and febrile neutrope-
nia and showed altered mental status. He was 
treated with cefepime but developed hypoxia 
and labored breathing later that evening, which 
prompted clinicians to intubate and begin me-
chanical ventilation.

His blood culture results showed gram-nega-
tive rods, and meropenem was added to his anti-
biotic regimen. However, the patient’s condition 
worsened, and he died of severe sepsis 2 days 
later with blood cultures con�irmed as positive 
for ESBL-producing E. coli. 

A follow-up investigation revealed that both 
patients received stool from the same donor. Each 
lot of three capsules from that donor was found to 
contain ESBL-producing E. coli with a resistance 
pattern similar to that seen in the two recipients.

Twenty-two patients had received capsules 
from this donor. Researchers contacted all the 
recipients and offered them stool screening for 
ESBL-producing E. coli. Twelve underwent test-
ing, which found that �ive had samples that grew 
on ESBL-producing E. coli–selective medium. 

The remaining seven patients who had fol-
low-up testing were receiving treatment for 
recurrent or refractory Clostridioides dif�icile
infection, and four of these grew samples on the 
selective medium.

“When FMT is successful, the recipient’s metag-
enomic burden of antimicrobial resistance genes 
mimics that of the donor,” the authors wrote. “Al-
though we cannot conclusively attribute positive 
screening results for ESBL-producing organisms 

Continued on page 26

Fecal microbiota transplantation could have
therapeutic utility in a range of conditions 

in which primary dysbiosis is suspected, but 
this study shows the procedure may carry risks 
that become apparent only after treatment. Im-
proved screening of donors and fecal material 
could reduce the risks of infections by known 
agents. However, new pathogens may not be 
recognized until after they have been trans-
planted into a new host.

The bene�its and risks of fecal microbiota 

transplantation must be balanced, but up to now 
the complications have been infrequent and the 
bene�its have clearly outweighed the risks.

Martin J. Blaser, MD, is from Rutgers Univer-
sity in New Brunswick, N.J. These comments 
are adapted from an accompanying editorial 
(N Engl J Med. 2019 Oct 30. doi: 10.1056/NE-
JMe1913807). Dr. Blaser declared personal fees 
and stock options from the medical sector unre-
lated to the work.

PERSPECTIVE

Balance risks and bene� ts of FMT
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people think of when they imagine 
telemedicine, she said.

There’s increasing acceptance of 
telehealth services, said Dr. Lee, with 
a recent online poll showing that 
two-thirds of those surveyed would 
be willing to use telehealth; this 
would translate to about 24 million 
Americans who would be potential 
telehealth patients. And a 2019 sur-
vey of internal medicine physicians 
showed that more than half are 
working in practices in which tele-
health is used in some capacity. Both 
patients and clinicians can bene�it 
in a telehealth relationship, said Dr. 
Lee. The lack of physical travel and 

the potential for access after normal 
clinic hours can be a real boon for 
patients; “So how does this help us? 
How does it improve practice and 
make our lives easier?” she asked. 
Telehealth services can lead to im-
proved ef�iciency, patient satisfac-
tion and retention, and the ability to 
stand out in a market, especially if a 
practice can initiate telehealth ser-
vices now, during the rapid growth 
and adoption phase for this newer 
technology. 

“You want to make sure you 
really understand what some of 
the legal issues are surrounding 
telehealth and telemedicine,” said 

Dr. Lee, to ensure compliance with 
state and federal laws. There can be 
barriers to practicing across state 
lines; some states require an initial 
in-person visit, or the signing of 
a consent form, before initiating 
telemedicine; others may limit con-
trolled substance prescribing via 
telemedicine. 

And the mode of communication 
matters, said Dr. Lee: “Why can’t 
we just use Facetime to call our 
patients? The �irst thing to think 
about is privacy, and unauthorized 
access to data,” so it’s critical to 
do your research and use fully HI-
PAA-compliant communications 
technology.

Technology – and pricing plans – 
can vary widely, she added. “There’s 
some bene�it to including tech-

nology that integrates with other 
clinical programs”; the platform Dr. 
Lee’s group chose communicates 
with their EHR for such functions 
as scheduling.

Pricing models can vary; a com-
mon scheme charges a per-user 
monthly fee, though blanket-fee 
plans also exist. Some telemedicine 
platforms use a hybrid pricing mod-
el that charges a �lat fee up to a cer-
tain number of users and then adds 
a per-user fee after that. 

Best practices to manage liability 
include continuing to maintain high 
standards of compliance after attor-
ney consultation and notifying your 
practice’s malpractice insurance 
carrier, said Dr. Lee. 

Reimbursement is on the upswing, 
as insurers see the bene�its of tele-
medicine, and employers see their 
patients needing less time off work 
for appointments, and there are 
fewer emergency department visits 
for after-hours problems. Medicaid 
reimbursement is fairly straightfor-
ward, but Medicare is more restric-
tive and requires the bene�iciary to 
be in a rural originating site. 

Coding for a telemedicine visit is 
strictly based on face-to-face time 
spent in video conference, said Dr. 
Lee, at levels on par with time-
based coding for of�ice visits. “But 
you’re not including that time you 
spend doing chart review and not 
including the time you spend coor-
dinating care.” 

Dr. Lee’s own experience with 
telemedicine began in late 2016, 
when the 22-physician general gas-
troenterology group looked into it 
as a way to increase growth. 

During the �irst half of the next 
year, the gastroenterology group’s 
administrative leaders and an en-
gaged physician proponent vetted a 
number of telemedicine companies, 
and the group tried the leading can-
didates’ technologies. 

By mid-2017, the comprehensive 
gastroenterology group, which also 
employs six advanced-practice cli-
nicians, was piloting video visits 
with a group of four physicians. 
“One of those physicians was ac-
tually one of my partners who had 

Patients and physicians may like it
Telemedicine from page 1

in other asymptomatic recipients to 
FMT, the rates of positive tests are, 
in our opinion, unexpectedly high 
and probably represent transmis-
sion through FMT.”

The authors said the donor had 
no risk factors for carriage of mul-
tidrug-resistant organism and had 
previously donated fecal material 
before the introduction of routine 
screening for ESBL-producing or-
ganisms.

However, they noted that both 
patients had risk factors for bacte-
remia, namely, advanced cirrhosis 
and allogeneic hematopoietic stem 
cell transplantation and they also 
received oral antibiotics around 

the time of the fecal microbiota 
transplantation.

“Despite the infectious complica-
tions reported here, the bene�its of 
FMT should be balanced with the 
associated risks when considering 
treatment options for patients with 
recurrent or refractory C. dif�icile 
infection,” the authors wrote. “On-
going assessment of the risks and 
bene�it of FMT research is needed, 
as are continuing efforts to improve 
donor screening to limit transmis-
sion of microorganisms that could 
lead to adverse infectious events.”

The American Gastroenterological 
Association FMT National Registry 
is a critical effort to track short- and 
long-term patient outcomes and 

potential risks associated with FMT. 
The registry’s goal is to track 4,000 
patients for 10 years. If you per-
form FMT, please contribute to this 
important initiative. Learn more at 
www.gasatro.org/FMTRegistry.  

The study was supported by a 
grant from the American College 
of Gastroenterology. Three authors 
declared personal fees and grants 
from the medical sector outside 
the submitted work, and two were 
attached to a diagnostics company 
involved in the study.

 ginews@gastro.org 

SOURCE: DeFilipp Z et al. N Engl J 
Med. 2019 Oct 30. doi: 10.1056/NEJ-
Moa1910437.

Continued from page 23

� IBD AND INTESTINAL DISORDERS

AGA Resource
AGA has partnered with Sup-
portedPatientTM, a HIPAA-secure 
telemedicine platform. It allows 
you to expand your practice and 
connect your patients with ad-
ditional specialists. Learn more 
at https://www.gastro.org/prac-
tice-guidance/practice-updates/
supportedpatient.
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sustained an Achilles tendon injury, 
so wasn’t really coming to the office 
post surgery. He was starting to use 
this at home, to do video visits, and 
everything went pretty smoothly 
with that,” said Dr. Lee. 

When this trial was successful, the 
group went all in, with on-boarding 
of clinicians accomplished by the 
end of the year, and site visits and 
1:1 training provided by the tele-
medicine platform providers.

The practice is seeing video 
visits continue to grow in popu-
larity, among both patients and 

clinicians, said Dr. Lee. She shared 
some tips and lessons learned 
from her practice. 

There’s currently no formal 
protocol that selects patients for 
participation in the telemedicine 
program at Dr. Lee’s clinic. Pro-
viders may offer video visits to 
patients, and triage nurses also can 
suggest that patients ask their pro-
vider about them; flyers in waiting 
rooms and exam rooms encourage 
patients to ask about the possibility. 

The practice maintains a tele-
health committee that includes the 
practice’s president and administra-
tor, about three core physicians who 
are strong telehealth champions, 
and additional physicians who are 
high telehealth users. The committee 
also folds in the office and informa-
tion technology managers to make 
sure issues of workflow, billing, and 
technology are addressed.

Some practical considerations 
can pose challenges to a success-
ful telemedicine program, said Dr. 
Lee. Connectivity problems on the 
patient end are fairly frequent, and 
no-shows also can be a problem. 
On the clinic side, not all clinicians 
have embraced video visits. For 
these low users, telemedicine may 
not represent a good value propo-
sition. However, she said, they are 
seeing more and more clinicians 
come on board with video visits as 
word gets out of the generally posi-
tive experiences others are having.

Dr. Lee suggested several ways 
to up telemedicine utilization and 
make it work within your practice. 
“Identify which patient would ben-

efit most,” she said – this might be 
patients with inflammatory bowel 
disease who mostly need medica-
tion management, or patients with 
limited mobility or who live far 
away. Staff can also help a patient 
get a same-day visit by scheduling 
a video visit with an available clini-
cian. By mentioning video visits as 
an option for uncomplicated issues 
or a way to get a rapid read on a 
new concern, clinicians can get pa-
tients thinking about telemedicine 

as an appealing option. 
In some clinics, exam room space 

can limit clinician productivity, and 
scheduling a block of video visits 
when space is tight can be a great 
solution. Clinicians can optimize 
their schedules if they incorporate 
video visits, said Dr. Lee, citing the 
example of a physician assistant in 
her practice who stacks video visits 
in the evening hours, so she’s able to 
be with her preschool-aged children 
during the day. After-hours video 

visits have been popular among pa-
tients too, said Dr. Lee, so the sched-
uling flexibility may help with both 
patient and provider retention, and 
be a practice differentiator.

“There’s great potential for value 
through improved patient satisfac-
tion, provider efficiency, improved 
health care outcomes, and cost effi-
ciency,” she said. 

Dr. Lee reported that she had no 
relevant disclosures.

koakes@mdedge.com 

Connectivity problems on 
the patient end are fairly 
frequent, and no-shows also 
can be a problem. On the 
clinic side, not all clinicians 
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Q1. Correct answer: C 

Rationale 
There are many potential reasons for PPI failure in patients with 
symptoms of gastroesophageal re�lux. However, the single most im-
portant reason is inappropriate drug administration. Patients should 
be counseled to take their medication 30-60 minutes prior to meals 
for optimal physiologic gastric acid inhibition, with the morning 
meal favored over the evening meal because of relatively more 
gastric acid production at this time. 

Reference 
Fass R, Shapiro M, Dekel R. Systematic review: proton-pump inhib-
itor failure in gastro-oesophageal re�lux disease – where next? Ali-
ment Pharmacol Ther. 2005;22:79-94.

Q2. Correct answer: D 

Rationale 
Elbasvir and grazoprevir are hepaticaly metabolized and undergo 
minimal renal elimination, making them safe for use in patients 
with end-stage renal disease. The C-Surfer trial evaluated elbasvir 
and grazoprevir in genotype 1 patients with advanced renal disease 
inclusive of patients on hemodialysis. Cure rates in this trial were 
94%-99%. Sofosbuvir-containing regimens are not approved for pa-
tient with CKD stage 4-5 or those on hemodialysis, even when given 
in a dose reduced or postdialysis fashion. 

References 
1. https://www.hcvguidelines.org/unique-populations/renal-impairment 
2. Roth D, Nelson DR, Bruchfeld A, et al. Grazoprevir plus elbasvir in treat-
ment-naive and treatment experienced patients with hepatitis C virus genotype 
1 infection and stage 4-5 chronic kidney disease (the C-SURFER study): a combi-
nation phase 3 study. Lancet. 2015;386(10003):1537-45.

ginews@gastro.og
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�PRACTICE MANAGEMENT

Could the biosimilar market stall 
before it ever really started?

BY GREGORY TWACHTMAN
MDedge News

NATIONAL HARBOR, MD. – If the 
United States does not step up and 
create a thriving biosimilars market 
soon, it risks destroying the market 
not only domestically but interna-
tionally as well.

  This was the warning Gillian 
Woollett, senior vice president at 
Avalere, provided to attendees at 
the annual meeting of the Academy 
of Managed Care Pharmacy.

She prefaced her warning by 
quoting Alex M. Azar III, secretary 
of Health & Human Services, who 
said that those “trying to hold back 
biosimilars are simply on the wrong 
side of history,” though Ms. Woollett 
said they “may be on the right side 
of the current economic model in 
the United States.” 

And despite the probusiness, pro-
competition philosophy of current 
HHS leadership, there has been 
very little movement on creating a 
competitive market for biosimilars 

in the United States, evidenced 
by the very expensive regulatory 
requirements that biosimilar man-
ufacturers need to meet in order to 
get products to market.

“It’s not that we won’t have com-
petition in the U.S.,” she said. “I think 
we will. We do have that innovation. 
... It’s just that biosimilars may not 
ultimately be part of that compe-
tition. And for that, we will pay a 
price, and I actually think the whole 
world will pay a price because if 
we are not providing the [return on 
investment], I am not sure the other 
markets can sustain it.”

One issue biosimilars have is the 
lack of recognition of the value that 
they bring.

“That biosimilars offer the same 
clinical outcomes at a lower price 
is yet to be a recognized value,” she 
said. “To me that’s a really surpris-
ing situation in the United States.”  

Ms. Woollett disclosed no rele-
vant con�licts of interest.

gtwachtman@mdedge.com
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�PRACTICE MANAGEMENT TOOLBOX:

Burnout – what is it, why we’re talking about it, and what does 
it have to do with you?

BY JOANNA LAW, MD

There has been a great deal of evolving 
research and writing about physician 
burnout. Horror stories about long work 

hours, frustrations with working environments, 
administrative challenges are everywhere – so-
cial media, medical journals, mainstream media. 
While burnout is not new, the increased atten-
tion and consequences in the health care system 
are exposing not only the importance of physi-
cian well-being but also the impact of burnout 
on patient care.

What is burnout?
Burnout was �irst identi�ied in the 1970s and 

further re�ined by Christina Maslach, PhD, as 
a syndrome that is due to prolonged exposure 
to chronic interpersonal stress with three key 
dimensions that include 1) overwhelming ex-
haustion, 2) feelings of cynicism and detachment 
from the job, and 3) a sense of ineffectiveness 
and lack of accomplishment.  

The Maslach Burnout Inventory (MBI), a 22-
item questionnaire that was developed in the 
1980s has become the standard survey in re-
search settings for the identi�ication of burnout. 
However, a two-item questionnaire has been 
utilized with good correlation to the domains of 
emotional exhaustion and depersonalization and 
includes: 1) I feel burned out from my work and 
2) I have become more callous toward people

since I took this job. Responses are graded on a 
scale from never to everyday with �ive points in 
between; the likelihood of burnout is high when 
responses are once a week or more frequent 
(i.e., a few times a week or everyday).

Why are we talking about burnout?
Burnout has far-reaching consequences. It af-
fects not only the individual but also that per-
son’s interpersonal relationships with family and 
friends. Additionally, burnout affects patient care 
and the overall health care system.

Let’s imagine the scenario in which you arrive 
at your of�ice on a Monday morning and open 
your electronic health record. You tend to arrive 

Continued on page 30

AGA Resource
To prepare for the entry of bio-
similars to the market, AGA is 
taking the lead in educating 
health care providers and pa-
tients about biosimilars and 
how they can be used for IBD 
patient care. Learn more at 
www.gastro.org/biosimilars.
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at work about 45 minutes prior to 
your first patient to try to catch up 
with messages. As you wait for your 
computer to log in (5 minutes? 8 
minutes? 12 minutes?) and Citrix 
to connect, you are eating your 
breakfast bar and drinking medio-

cre coffee because you still haven’t 
had time to fix your coffee machine 
at home (should you just order a 
new one on Amazon and contribute 
to the world’s growing trash prob-
lem?). 

Once you log in to your EHR, 
the first three messages are about 

missing charges and charts still left 
open – yes, you haven’t corrected 
the resident’s note from clinic on 
Friday afternoon, yet. 

The next two messages are about 
insurance denials for a prescription 
or a procedure or an imaging study. 
You decide that perhaps you should 

change gears and check your work 
email. The first email is a reminder 
that vacation requests for the next 
6 months are due by end of busi-
ness today and any requests made 
after today must go through some 
administrative approval process 
that seems inefficient and almost 
punitive (mainly because you forgot 
to discuss this with your partner 
and family and you are feeling 
somewhat guilty but resentful of 
this arbitrary deadline that was an-
nounced last week). 

Your pager promptly buzzes to 
announce that the first patient has 
arrived and is ready for you to con-
sult. As you walk over to the pro-
cedure area, you remind yourself 
to finalize the resident’s note from 
Friday, file the missing charges, 
close those charts, and find some 
reasonable evidence to justify the 
medication/test/procedure so that 
your patient is not saddled with 
a large bill. And as you walk up to 
your first patient of the morning, 
you are greeted by a nurse who 
indicates the patient doesn’t have a 
ride home post procedure and what 
do you want to do?

Does any of this sound remotely 
familiar? In today’s medical prac-
tice, there are multiple factors that 
contribute toward burnout, includ-
ing excessive clerical burden, inef-
ficient EHR and computer systems, 
and the sense of loss of control and 
flexibility, along with problems as-
sociated with work-life balance. 

What does it have 
to do with you?
According to two surveys adminis-
tered by the AGA and ACG, burnout 
occurs in approximately 50% of 
gastroenterologists. It also appears 
that burnout starts as early as the 
fellowship years when there is even 
less control, long work hours, and 
similar demands with regards to 
work-life balance. 

Burnout is prevalent among gas-
troenterologists, and it can start 
early. There is evidence to suggest 
that procedure-based specialties 
are at higher risk because of the 
added possibility of complications 
associated with procedures. It is 
important for us to recognize signs 
of burnout not only in ourselves 
but also in our colleagues and un-
derstand what personal and sys-
tem-related triggers and solutions 
are present. The consequences of 
burnout have been reported to in-
clude earlier retirement and/or ca-
reer transitions and are associated 
with depression, the risk of motor 

Continued from page 28

Continued on page 32
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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 potential of $800,000
• Joint venture opportunity
• Productivity bonus incentive with no cap
• Bread and Butter GI with ERCP skills
• 1:3 call
• Lucrative benefit package, including retirement
• Sign on and relocation
• Student loan repayment
• Quality work/life balance

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

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

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

Physician-Led 
Medicine in  
Montana

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

Generous loan repayment
• Call 1:6

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

• Region’s tertiary referral center

• Research opportunities

• “One of the Top 25 Best Places
to Live” – Livability.com
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WHERE A LANDSCAPE OF 
OPPORTUNITIES AWAITS A
GASTROENTEROLOGIST
Gundersen Health System in La Crosse, Wisconsin 
is seeking a BC/BE Gastroenterologist to join its 
established medical team.

Practice in our state-of-the-art Endoscopy Center
and modern outpatient clinic. Outreach services are
provided at our satellite clinics located within an
easy drive from La Crosse. In addition, you will have
opportunities for clinical research and will be 
actively involved in teaching our Surgical, 
Transitional, and Internal Medicine residents. 
You’ll join a physician-led, not-for-profit health 
system with a top-ranked teaching hospital and 
one of the largest multi-specialty group practices
with about 700 physicians and associate medical
staff. Visit gundersenhealth.org/MedCareers

Send CV to Kalah Haug
Medical Staff Recruitment
Gundersen Health System
kjhaug@gundersenhealth.org 
or call (608)775-1005.
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vehicle accidents, substance abuse, 
and suicide.

At the systems level, changes can 
be made to mitigate known pres-
sures that contribute to burnout. 
There are efforts such as improved 
work�low and speci�ic quality 
improvement initiatives that can 
improve physician satisfaction. En-
suring adequate support for physi-
cians with aids such as scribes and 
appropriate support staff and para–
health care workers can signi�i-
cantly decrease the administrative 
burden on clinicians and improve 
productivity and patient care.

At a broader level, talking about 
burnout, recognizing the signs of 
burnout, and also ensuring the ap-
propriate support is available for 
physicians who are at risk or already 
experiencing burnout can arise 
from leadership at both the insti-
tutional level but also at the larger 
organizational level, where there is 
greater investment into the health 
and well-being of physicians. For ex-

ample, societies can have the negoti-
ating power to advocate to simplify 
tasks unique to gastroenterologists 
with regard to reimbursement or 
EHR pathways. Academic centers 
can incorporate classes and forums 
for medical students, trainees, and 

practicing physicians that focus on 
health and well-being.

At the individual level, we should 
be able to reach out to our col-
leagues to ask for help or to see 
if they need help. We also need to 
better identify what our triggers 
are and what are remedies for 
these triggers. It’s not normal to be 

in a profession in which you have 
a constant sensation that you are 
drowning or barely treading water 
but I am sure many of us have felt 
this at some point if not with some 
regularity. So as a practitioner, what 
coping mechanisms do you have in 
place? There has been some work 
with respect to adaptive and mal-
adaptive coping mechanisms at the 
individual and organizational levels. 
Maladaptive mechanisms can result 
in signi�icant personal health issues 
including hypertension, substance 
abuse, and depression; it can also 
further exacerbate burnout symp-
toms in the provider and result 
in patient-related complications, 
shortened provider career trajecto-
ries, and increased strains on pro-
vider’s interpersonal relationships. 
I think it is an important point here 
to make that there are likely sex 
differences in maladaptive coping 
mechanisms and manifestations of 
burnout with work that suggests 
that women are more prone to 
depression, isolation, and suicide 

compared with male colleagues.
With respect to adaptive coping 

mechanisms, the most common 
theme is to not isolate yourself or 
others. Ask a colleague how s/he is 
doing – we are all equally busy but 
sometimes just popping into some-
one’s of�ice to say hello is enough to 
help another person (and yourself) 
connect. Additionally, it’s not too 
much to ask for professional help. 
What we do is high stakes and tak-
ing care of ourselves usually comes 
behind the patient and our families. 
But who takes care of the caregiver? 
Working on interpersonal relation-
ships can strengthen your resil-
ience and coping techniques to the 
stressors we face on a daily basis. 
Ultimately, we are all in this together 
– burnout affects all of us no matter
what hat you want to wear – provid-
er, colleague, patient, or friend.

Dr. Law is a gastroenterologist at 
the Virginia Mason Medical Center 
in Seattle. She has no con�licts of 
interest.
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Ultimately, we are all in this 
together – burnout affects 
all of us no matter what hat 
you want to wear – provider, 
colleague, patient, or friend. 
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�OBESITY

Bariatric surgery shows metabolic benefits 
in patients with BMI less than 35 kg/m2

BY MITCHEL L. ZOLER
MDedge News

LAS VEGAS –  It’s time to take bar-
iatric out of bariatric surgery.

“The way forward is to not call it 
bariatric surgery or weight-loss sur-
gery but surgery to treat diabetes, 
hypertension, hyperlipidemia, and 
other metabolic diseases,” said Oli-
ver A. Varban, MD, at a meeting pre-
sented by the Obesity Society and 
the American Society for Metabolic 
and Bariatric Surgery. “We need to 
reframe the conversation with pa-
tients about what success [with bar-
iatric surgery] looks like. Weight loss 
can be a side effect of the operation 
if patients have surgery to resolve 
their diabetes. It’s not about BMI; it’s 
about treating metabolic disease.”

Dr. Varban, a bariatric surgeon at 
the University of Michigan in Ann 
Arbor, reported data showing that 
bariatric surgery with sleeve gas-
trectomy in patients with baseline 
body mass index levels below 35 kg/
m2 was as effective at normalizing 
a range of metabolically associated 
disorders as it was in more obese 
patients in an observational study of 
more than 45,000 patients who un-
derwent surgery in Michigan.

The findings add to an already 
extensive pool of evidence for loos-
ening current guidelines that restrict 
bariatric surgery to patients with a 
BMI of 35 kg/m2 or greater, Dr. Var-
ban said. But an influential bariatric 
surgery consensus statement from 
the National Institutes of Health that 
dates from 1991 and remains in 
place, recommends this surgery only 
for people with a BMI of at least 35 
kg/m2, and this guidance often lim-
its access to the surgery for patients 
at lower BMI, he noted.

A more inclusive assessment of 
patients as potential candidates for 
bariatric surgery should include a 
range of considerations in addition 
to weight and height, he explained in 
an interview. “Even if people have a 
BMI of less than 30 kg/m2 but have, 
or are at high risk for developing, 
metabolic disease, they should also 
be offered the operation.” 

The guidance from the NIH re-
sults in a U.S. bariatric surgery 
population that effectively centers 
mainly on women with a BMI of 
40 kg/m2 or greater and makes 
procedures like sleeve gastrectomy 
unavailable to many other types 

of patients who could benefit from 
it, Dr. Varban said. In 2018, the 
American Society for Metabolic and 
Bariatric Surgery released a posi-
tion statement that summarized the 
evidence for the safety and efficacy 
of bariatric surgery in people with 

a BMI of 30-34 kg/m2, and cited the 
lingering and restrictive impact of 
the 1991 NIH consensus statement.

The study run by Dr. Varban and 
his associates used data collected by 
43 programs in the Michigan Bar-
iatric Surgery Collaborative during 

2006-2018 that included 1,073 pa-
tients who had a BMI of less than 35 
kg/m2 on the day they underwent 
sleeve gastrectomy, and 44,511 pa-
tients who had the same procedure 
and had a BMI of at least 35 kg/m2. 

Continued on following page

28_thru_35_GIHEP19_12.indd   33 11/19/19   3:53 PM



34 December 2019 / GI & Hepatology News

INDEX OF ADVERTISERS
Braintree Laboratories, Inc.
Suprep 3-4

Dova Pharmaceuticals, Inc.
Doptelet 34-36

Gilead Sciences, Inc.
Epclusa 14-16

Intercept Pharmaceuticals, Inc.
Corporate 24-25

Janssen Biotech, Inc.
Stelara 29

P� zer Inc.
Nexium 7

RedHill BioPharma Ltd.
Corporate 11

Takeda Pharmaceuticals U.S.A., Inc.
Entyvio 18-21

The operations were performed by 
any 1 of 81 surgeons who worked at 
the centers during this time.

The patients with lower BMIs 
were older, with an average age of 51 
years, compared with 45 years in the 
higher-BMI group, and they had high-
er prevalences of certain metabolic 
disorders. Diabetes affected 37% of 
those in the lower-BMI group and 
31% of those with higher BMIs; hy-
perlipidemia affected 57% and 45%, 
respectively; and gastroesophageal 
re�lux disease affected 56% and 49%, 
respectively. Obstructive sleep apnea 
was more common in the group with 
higher BMIs, at 47%, compared with 

41% of those with lower BMIs.
The average BMI in the lower group 

was 33.7 kg/m2; in the higher group 
it was 46.7 kg/m2. Dr. Varban did not 
have data on whether any patients in 
the lower-BMI group had a BMI be-
low 30 kg/m2. Roughly a third of the 
patients in the lower-BMI group had a 
BMI of less than 35 kg/m2 at the time 

of their initial examination, whereas 
the other two-thirds had a BMI that 
low only on the day of their surgery.

At follow-up 1 year after their 
surgery, patients who started with 
lower BMIs had, in general, a very 
similar pattern of responses as those 
who started with higher BMIs, with 
rates of discontinuation of treat-

ments for diabetes, hypertension, 
hyperlipidemia, obstructive sleep 
apnea, and gastroesophageal re�lux of 
about 50%-80% and similar in both 
treatment arms. For example, dis-
continuation of oral diabetes drugs 
occurred in 79% and 78% of those 
with low and high BMIs, respectively, 
and discontinuation of hyperten-

Continued from previous page

This is a very important topic
and study, and its �indings 

are very positive and reinforcing 
for more liberal use of bariatric 
surgery. Results from several pri-
or studies had documented the 
safety and ef�icacy of bariatric 
surgery in patients with lower 
body mass index, and its fantas-
tic to now have additional data 
that show the same outcomes. 
A major challenge is making 
patients and more physicians 
aware of the range of comor-
bidities that can be effectively 
managed with bariatric surgery, 
even in patients with lower body 
mass index. 

Mona Misra, MD, is associate di-
rector of the Bariatric Program 
at Cedars-Sinai Marina Del Rey 
Hospital in Los Angeles. She 
had no relevant disclosures. She 
made these comments as desig-
nated discussant for the study.

PERSPECTIVE

Findings add to 
a growing 
evidence base
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sion medications occurred in 60% 
and 54%, respectively. Although the 
average absolute weight loss in the 
patients with lower BMIs was nearly 
half that of patients with higher start-
ing BMIs, a much greater percentage 
of patients in the lower-BMI group 
achieved a BMI of less than 25 kg/m2, 
compared with the higher-BMI group 

(36% vs. 6%, respectively).
Patients from the lower-BMI 

group also showed high levels of 
satisfaction with their surgery and 
its results after 1 year. Question-
naire results from roughly half the 
patients in each treatment group 
showed that 90% were very satisfied 
in the lower-BMI group, compared 

with 84% of those who began with 
higher BMIs, with a dissatisfaction 
rate of 1% and 2%, respectively. The 
average body-image score at 1 year 
follow-up was significantly higher in 
those who started with lower BMIs. 
The rate of complications was low 
and similar in the two groups, with a 
6% rate in the lower-BMI group and 

5% in those with higher BMIs.
The study received no commer-

cial funding. Dr. Varban receives 
salary support from Blue Cross Blue 
Shield of Michigan.

mzoler@mdedge.com

SOURCE: Varban OA et al. Obesity Week 
2019, Abstract A105.
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When patients with chronic liver disease and 
thrombocytopenia are scheduled for a procedure,
don’t expose them to unnecessary bleeding risk.
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