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Wegovy Approved 
for MASH With 
Fibrosis, No Cirrhosis

BY MARILYNN LARKIN

The FDA has granted accelerated approval to 
Novo Nordisk’s Wegovy for the treatment of 
metabolic-associated steatohepatitis (MASH) in 

adults with moderateǦtoǦadvanced fibrosis but withǦ
out cirrhosis. 

The once-weekly 2.4-mg semaglutide subcuta-
neous injection is given in conjunction with a re-
duced-calorie diet and increased physical activity.

Among people living with overweight or obesity 
globally, one in three also have MASH.

The accelerated approval was based on part-one 
results from the ongoing two-part, phase 3 ESSENCE 
trial, in which �egovy demonstrated a significant imǦ
provement in liver fibrosis with no worsening of steǦ
atohepatitis, as well as resolution of steatohepatitis 
with no worsening of liver fibrosis, compared with 
placebo at week 72. Those results were published 
online in April in ���������n�lan��
���nal��������Ǧ
cine  (2025. doi: 10.1056/NEJMoa2413258) .

For the trial, 800 participants were randomly as-
signed to either Wegovy (534 participants) or place-
bo (266 participants) in addition to lifestyle changes. 
The mean age was 56 years and the mean BMI was 
34. Most patients were White individuals (67.5%) 
and women (57.1%), and 55.9% of the patients had 
type 2 diabetes; 250 patients (31.3%) had stage II 
fibrosis and 55Ͳ ȋ68.8%Ȍ had stage III fibrosis. ParǦ
ticipants were on stable doses of lipid-lowering, glu-
cose-management, and weight-loss medications.

At week 72, the first primary endpoint showed 63% 
of the 534 people treated with Wegovy achieved res-
olution of steatohepatitis and no worsening of liver 

See  Wegovy Approved · page 18

Common Medications Do Not Raise 
Microscopic Colitis Risk in Seniors

BY DIANA SWIFT
MDedge News

No evidence of a causal relationship 
between previously suspected phar-
macologic triggers and increased risk 

of microscopic colitis (MC) emerged from a 
nationwide longitudinal study of older Swed-
ish individuals in a national database.  

“Sensitivity analyses suggest that previ-
ously reported associations and persistent 
association with SSRI [selective serotonin 
reuptake inhibitor] initiation may be due to 
surveillance bias,” wrote gastroenterologist
Hamed Khalili, MD, MPH, of Massachusetts 
General Hospital, Boston, and colleagues in 

Annals of Internal Medicine  (2025 Jul. doi: 
10.7326/ANNALS-25-00268) , advising cli-
nicians to carefully balance the benefits of 
these medication classes against the very low 
likelihood of a causal relationship with MC.

While two smaller studies had challenged 
the belief that these medications can cause 
MC, Khalili told GI & Hepatology News, “the 
quality of the data that supported or refuted 
this hypothesis was low. Nevertheless, most 
in the field consider M� to be largely related 
to medications so we thought it was import-
ant to systematically answer this question.”

While most medications thought to trigger 
See  Common Medications · page 17
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LETTER FROM THE EDITOR
Bridging the Funding Gap

Federal grants have supported cutting-edge 
research in scientific and biomedical fields 
since the midǦ2Ͳth century, fueling public 

health breakthroughs and health innovations. 
�his crucial support has been greatly diminished 
in recent months with deep cuts to federal reǦ
search dollars.

As these acute policy changes continue to disǦ
rupt academic institutions and their investigaǦ
tors, introducing financial strain and operational 
uncertainty, the importance of research support 
from professional societies and foundations has 
become increasingly evident. �heir targeted 
funding plays a critical role in sustaining bioǦ
medical research, which directly impacts clinical 
innovation and patient care. As one example, 
the A
A �esearch Foundation provides over ̈́2 
million annually to spur discoveries in gastroenǦ
terology and hepatology. �his vital research supǦ
port, awarded to 74 uni�ue recipients ȋincluding 
7 earlyǦcareer �esearch Scholar 
Award recipientsȌ in 2Ͳ25, repǦ
resents one of the most important 
investments that A
A makes in the 
future of gastroenterology and the 
patients we treat.

�hile foundation awards such as 
these cannot completely close the 
federal funding gap, they serve as 
an important lifeline in supporting 
the core work of earlyǦcareer and 
established investigators in an unǦ
certain funding environment and 
in funding highǦrisk, highǦreward 

research that more conservative funders are 
often hesitant to invest in.  Please consider 
�oining me in contributing to the A
A �esearch 
Foundation to support its important work  Ȅ 
now more than ever, the funding it provides has 
tremendous impact.

In this issue of GI & Hepatology News, we upǦ
date you on the F�Aǯs recent approval of semaǦ
glutide as a treatment for MASH with fibrosis 

and highlight a recent target trial 
emulation study that casts doubt 
on our traditional understanding 
regarding the link between comǦ
mon medications such as PPIs and 
�SAI�s and microscopic colitis in 
older adults. �e also summari�e 
newly released, global guidelines 
for pregnancy and I��, which 
deserve a careful read. In this 
monthǯs Member Spotlight, we 

feature Pascale M. �hite, M�, M�A, MS ȋMount 
SinaiȌ, a recent recipient of the A
AǦPfi�er 
�eacon of Hope Award for 
ender and Health 
��uity, who shares her inspirational work to 
improve colorectal cancer screening among 
underserved, highǦrisk patients in �ast Harlem. 
�e hope you en�oy this and all the exciting 
content in our �ctober issue.  ■ 

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

Dr. Adams

‘The importance of research support 
from professional societies and 
foundations has become increasingly 
evident. Their targeted funding plays a 
critical role in sustaining biomedical 
research, which directly impacts 
clinical innovation and patient care.’
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� IBD & INTESTINAL DISORDERS

Intestinal Ultrasound Shows Promise in 
Predicting Prognosis of Early Crohn’s Disease

BY DIANA SWIFT

FROM CL INICAL  GASTROENTEROLOGY 
AND HEPATOLOGY

Findings on intestinal ultra-
sound (IUS) are useful for 
predicting remission in re-

cent-onset Crohn’s disease (CD), a 
prospective, population-based co-
hort of newly diagnosed patients in 
Denmark reported.

Adding to the growing body of 
evidence on the utility of this nonin-
vasive imaging tool in monitoring dis-
ease activity in the newly diagnosed, 
the multicenter study published 
in Clinical Gastroenterology and Hepa-
tology (2025 Mar. doi: 10.1016/j.
cgh.2024.12.030) characterized ul-
trasonographic features at diagnosis 
and evaluated IUS’s prognostic value. 
Existing literature has focused on 
patients with long-standing disease 
(Am J Gastroenterol. 2023 Jun. doi: 
10.14309/ajg.0000000000002265).

Investigators led by first author 
Gorm R. Madsen, MD, PhD, of the 

�openhagen �enter for Inflamma-
tory Bowel Disease in Children, 
Adolescents and Adults at Copenha-
gen University Hospital, observed 
continued improvement in most 
I�S parameters throughout the first 
year. ǲ�ur findings thereby empha-
size the role of IUS in improving 
patient management, and its use in 
patient risk stratification already at 
diagnosis,” the investigators wrote.

Some 38% of patients reached 
ultrasonic transmural remission 
within 3 months of diagnosis, an 
achievement associated with higher 
rates of sustained steroid-free clini-
cal remission and reduced need for 
treatment escalation.

“Ultrasonic transmural remis-
sion is achievable early in Crohn’s 
disease and is associated with 
favorable outcomes, underscoring 
the value of intestinal ultrasound 
in early disease management,” the 
researchers wrote.

Study Details
While IUS is increasingly recognized 
for monitoring CD, little was known 
about its prognostic value early in 
the disease course. “We aimed to 
determine whether sonographic 
inflammation at diagnosis Ȅ and 
particularly the achievement of 
transmural remission after 3 months 
Ȅ could predict future outcomes,ǳ 
Madsen told GI & Hepatology News. 
ǲ�his is important, as early identifica-
tion of patients at risk of surgery or 
treatment escalation may help guide 
therapy decisions more effectively.”

From May 2021 to April 2023, 
201 patients (mean age, 35 years; 
54.2% men) with new adult-onset 
CD were followed by IUS and moni-
tored with symptomatic, biochemi-
cal, and endoscopic evaluations.

After 3 months, transmural re-
mission was achieved more often 
by patients with colonic disease, 
and no associations were found be-
tween sonographic inflammation at 
diagnosis and diagnostic delay.

“We were 
positively sur-
prised. Nearly 
40% of newly 
diagnosed 
Crohn’s patients 
achieved trans-
mural remission 
within 3 months 
Ȅ a higher 
proportion than 
seen in earli-

er studies, which mostly focused 
on long-standing or trial-selected 
populations,” Madsen said. “It was 
also striking how strongly early IUS 
findings predicted the need for sur-
gery, outperforming endoscopy and 
biomarkers.”

In other findings, transmural 
remission at 3 months was signifi-
cantly associated with steroid-free 
clinical remission at both 3 months 
and all subsequent follow-ups 
within the first year. It was also 
linked to a lower risk for treatment 
escalation during the follow-up 
through to 12 months: 26% vs 53% 
(P =.003). At 12 months, 41% had 
achieved transmural remission.

Higher baseline body mass index 
significantly reduced the likelihood 
of 12-month transmural remission. 
For overweight, the odds ratio (OR) 
was 0.34 (95% CI, 0.12-0.94), while 
for obesity, the OR was 0.16 (95% 
CI, 0.04-0.73).

The International Bowel Ultra-
sound Segmental Activity Score in 
the terminal ileum at diagnosis 
emerged as the best predictor of 
ileocecal resection during the first 
year, with an optimal threshold of 
63 (area under the curve, 0.92; sen-
sitivity, 1ͲͲ%Ǣ specificity, 73%Ȍ.

The use of IUS has expanded con-
siderably in the past 3 years, and in 
2024, the American Gastroentero-
logical Association updated its clin-
ical practice guidance on the role 
of this modality in inflammatory 
bowel disease (Clin Gastroenterol 
Hepatol. 2024 Jul. doi: 10.1016/j.
cgh.2024.04.039).

IUS is noninvasive, radiation-free, 
inexpensive, and doable at the bed-
side with immediate results, Mad-
sen said. “For patients, this means 
less anxiety and discomfort. For 
healthcare systems, it enables faster 
clinical decisions, reduced need for 
endoscopy or MRI, and closer dis-
ease monitoring, particularly valu-
able in treat-to-target strategies.”

In terms of limitations, however, 
IUS is operator-dependent and con-
sistent training is crucial, he added. 
“Certain anatomical regions, par-
ticularly the proximal small bowel, 
can be more challenging to evalu-
ate. Additionally, while IUS is highly 
effective for assessing inflammatory 
activity, it becomes more difficult to 
accurately assess disease involve-
ment when inflammation extends 
beyond approximately 20 cm of the 
small bowel.”

Key Insights
Commenting on the Danish study 
from a US perspective, Anna L. 
Silverman, MD, a gastroenterology 
fellow at Icahn School of Medicine 
at Mount Sinai in New York City, 
agreed the findings in adult pa-
tients with newly diagnosed, rather 
than long-standing, CD contribute 
to the growing body of evidence 
supporting IUS’s applicability for 
both treatment monitoring and 
prognosis.

“By focusing on early-stage CD, 
the study provides clearer insights 
into initial disease activity and re-
sponse to therapy, reinforcing the 
value of this noninvasive, point-
of-care modality,” she told GI & 
Hepatology News. ǲ�hese findings 
enhance our understanding of IUS 
as a tool to help guide early man-
agement decisions in CD.”

Ashwin Ananthakrishnan, MBBS, 
MPH, AGAF, director of the Crohn’s 
and Colitis Center at Massachusetts 

General Hospital 
and an associ-
ate professor at 
Harvard Medical 
School, both in 
Boston, con-
curred that this 
is an important 
study. “It in-
cludes newly 
diagnosed pa-
tients Ȅ so a 

very ‘clean’ cohort in terms of not 
being influenced by confounders,ǳ 
he told GI & Hepatology News.

“We don’t fully know yet the best 
treatment target in CD, and this 
study highlights the importance 
of early transmural healing in de-
termining outcomes at 1 year,” he 
noted. In addition, the study high-
lighted a convenient tool that can 
increasingly be applied at point of 
care in the United States. “Colonos-
copy at 3 months is not practical 
and has low patient acceptability, 
so using IUS in this circumstance 
would have value and impact.”

Ananthakrishnan pointed to sev-
eral unanswered questions, how-
ever. “Are there patients who may 
not have healing early but may take 
some extra time to achieve trans-
mural remission, and if so, what are 
their outcomes? What is the best 
timepoint for transmural healing 
assessment? What is the incremen-
tal value of measuring it at 3 vs 6 
months?”

In addition, he wondered, how 
much is the added value of IUS over 
clinical symptoms and/or markers 
such as calprotectin and C-reactive 
protein? “In the subset of patients 
with clinical and transmural re-
mission, there was no difference in 
endoscopic outcomes at 1 year, so 
this is an unanswered question,” 
Ananthakrishnan said.

This study was funded by an un-
restricted grant from the Novo Nor-
disk Foundation.

Madsen reported receiving a 
speaker’s fee from Tillotts. Multiple 
coauthors disclosed having various 
financial relationships with nu-
merous private-sector companies, 
including Novo Nordisk. Silverman 
and Ananthakrishnan reported hav-
ing no competing interests relevant 
to their comments. ■

Dr. Madsen

‘Ultrasonic transmural remission 
is achievable early in Crohn’s 
disease and is associated 
with favorable outcomes, 
underscoring the value of 
intestinal ultrasound in early 
disease management.’

Dr. Ananthakrishnan
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BY WILL PASS
MDedge News

FROM GASTROENTEROLOGY 

Large language models (LLMs) 
may help streamline clinical 
guideline development by 

dramatically reducing the time 
and cost required for systematic 
reviews, according to a pilot study 

from AGA.
Faster, cheap-

er study screen-
ing could allow 
societies to up-
date clinical rec-
ommendations 
more frequently, 
improving align-
ment with the 
latest evidence, 
lead author 

Sunny Chung, MD, of Yale School of 
Medicine, New Haven, Connecticut, 
and colleagues, reported.

“Each guideline typically requires 
5 to 15 systematic reviews, making 

Ethan Goh, MD, executive direc-
tor of the Stanford AI Research 

and Science Evaluation (ARISE) 
Network, described the AGA pi-
lot as both timely and 
promising. 

“I’m certainly bullish 
about the use case,” he 
said in an interview. 
“Their study design and 
application is also ro-
bust, so I would congrat-
ulate them.”

Goh, a general editor 
for BMJ Digital Health 
& AI, predicted “huge 
potential” in the strategy for 
both clinicians and the general 
population, who benefit from 
the most up-to-date guidelines 
possible.

ǲI believe that using AI ȏartificial 
intelligence] can represent a much 
faster, more cost effective, efficient 
way of gathering all these informa-
tion sources,” he said.

Still, humans will need to be in-
volved in the process.

“[This AI-driven approach] will 
always need some degree of ex-

pert oversight and judg-
ment,” Goh said. 

Speaking more broadly 
about automating study 
aggregation, Goh said 
AI may still struggle to 
determine which stud-
ies are most clinically 
relevant.

“When we use [AI 
models] to pull out med-
ical references, anecdot-

ally, I don’t think they’re always 
getting the best ones all the time, 
or even necessarily the right ones,” 
he said.

And as AI models grow more 
impressive, these shortcom-
ings become less apparent, 
potentially lulling humans into 
overconfidence.

“Humans are humans,” Goh 

said. “We get lazy over time. That 
will be one of the challenges. 
As the systems get increasingly 
good, humans start to defer more 
and more of their judgment to 
them and say, ‘All right, AI, you’re 
doing good. Just do 100% auto-
mation.’ And then [people] start 
fact-checking or reviewing even 
less.”

AI could also undermine auto-
mated reviews in another way: 
AI-generated publications that 
appear genuine, but aren’t, may 
creep into the dataset.

Despite these concerns, Goh 
concluded on an optimistic note. 

“I think that there are huge ways 
to use AI tools not to replace, but 
to augment and support, human 
judgment,” he said.

Dr. Goh is senior research engineer 
and executive director of the Stan-
ford ARISE Network in California. 
������la����n����nfl���������n������Ǥ

�FROM THE AGA JOURNALS

Large Language Models May Reduce Time, 
Costs of GI Guideline Development

Dr. Goh
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the process time-consuming (av-
eraging more than 60 weeks) and 
costly (more than $140,000),” the 
investigators wrote in Gastroenter-
ology  (2025 Apr. doi: 10.1053/j.gas-
tro.2025.03.034) . “One of the most 
critical yet time-consuming steps 
in systematic reviews is title and 
abstract screening. LLMs have the 
potential to make this step more 
eƥ cient.ǳ

To test this approach, the investi-
gators developed, validated, and ap-
plied a dual-model LLM screening 
pipeline with human-in-the-loop 
oversight, focusing on randomized 
controlled trials in AGA guidelines. 

The system was built using the 
2021 guideline on moderate-to-se-
vere Crohn’s disease, targeting bi-
ologic therapies for induction and 
maintenance of remission. 

Using chain-of-thought prompt-
ing and structured inclusion crite-
ria based on the PICO framework, 
the investigators deployed GPT-4o 

(OpenAI) and Gemini-1.5-Pro 
(Google DeepMind) as independent 
screeners, each assessing titles and 
abstracts according to standard-
ized logic encoded in JavaScript 
Object Notation. This approach 
mimicked a traditional double-re-
viewer system.

After initial testing, the pipeline 
was validated in a 2025 update 
of the same guideline, this time 
spanning six focused clinical ques-
tions on advanced therapies and 
immunomodulators. Results were 
compared against manual screen-
ing by two experienced human 
reviewers, with total screening time 
documented. 

The system was then tested across 
four additional guideline topics: 
fecal microbiota transplantation 
(FMT) for irritable bowel syndrome 
and �l����������������f���l�, gastropa-
resis, and hepatocellular carcinoma. 
A final test applied the system to a 
forthcoming guideline on complica-
tions of acute pancreatitis.

Across all topics, the dual-LLM 
system achieved 100% sensitivity 
in identifying randomized con-
trolled trials (RCTs). For the 2025 
update of the AGA guideline on 
�rohnǯs disease, the models flagged 
418 of 4377 abstracts for inclusion, 
captur-ing all 25 relevant RCTs in 
just 48 minutes. Manual screening 
of the same dataset previously 
took almost 13 hours. Comparable 
accuracy and time savings were ob-
served for the other topics. 

�he pipeline correctly flagged all 
13 RCTs in 4820 studies on FMT 
for irritable bowel syndrome, and 
all 16 RCTs in 5587 studies on FMT 
for �l����������������f���l�, requiring 
27 and 66 minutes, respectively. 
Similarly, the system captured all 
11 RCTs in 3919 hepatocellular car-
cinoma abstracts and all 18 RCTs in 
1578 studies on gastroparesis, com-
pleting each task in under 65 min-
utes. Early testing on the upcoming 
guideline for pancreatitis yielded 
similar results.

Cost analysis underscored the 
efficiency of this approach. At an esǦ
timated $175-$200 per hour for ex-
pert screeners, traditional abstract 
screening would cost around $2500 
per review, versus approximately 
$100 for the LLM approach — a 
96% reduction.

The investigators said that human 
oversight is necessary to verify the 
relevance of studies flagged by the 
models. While the system’s sensitiv-
ity was consistent, it also selected 
articles that were ultimately exclud-
ed by expert reviewers. Broader 
validation will be required to assess 
performance across non-RCT study 
designs, such as observational or 
case-control studies, they added.

“As medical literature contin-
ues to expand, the integration of 
artiƤcial intelligence into evidence 
synthesis processes will become 
increasingly vital,” Dr. Chung and 
colleagues wrote.

The investigators reported no 
conflicts of interest.  ■ 

BY DIANA SWIFT
MDedge News

FROM CL INICAL  GASTROENTEROLOGY 
AND HEPATOLOGY

Patients with intestinal metha-
nogen overgrowth (IMO) have 
a higher rate and severity of 

constipation but a lower rate and 
severity of diarrhea , according to a 
systematic review and meta-anal-
ysis published in �l�n��al�
a�����nǦ
terology and Hepatology  (2024 Aug. 
doi: 10.1016/j.cgh.2024.07.020) .

“The distinct 
phenotype of 
patients with 
IMO should be 
incorporated in 
patient-reported 
outcome mea-
sures and further 
correlated with 
mechanistic 
microbiome 
studies,” wrote 

investigators led by gastroenterol-
ogist Ali Rezaie, MD, MSc, medical 
director of the GI Motility Program at 
Cedars-Sinai Medical Center, Los An-
geles, and director of biotechnology 
in the center’s Medically Associated 
Science and Technology (MAST) 
Program. �ecogni�ing specific gasǦ
trointestinal ȋ
IȌ symptom profiles 

can improve diagnosis and treatment 
strategies, facilitating further clinical 
trials and targeted microbiome stud-
ies to optimize patient care.

Excessive luminal loads of meth-
anogenic archaea — archaea being 
bacteria-like prokaryotes and one 
of the main three domains of the 
tree of life — have been implicated 
in the pathophysiology of various 
diseases, including constipation. 

Study Details
To elucidate the phenotypical pre-
sentation of IMO in patients, Rezaie’s 
group compared the prevalence and 
severity of GI symptoms in individu-
als who had IMO with those who did 
not have IMO. IMO was based on ex-
cess levels of this gaseous GI byprod-
uct in exhaled breath tests.

Searching electronic databas-
es from inception to September 
2Ͳ23, the researchers identified 1ͻ 
eligible studies from diverse geo-
graphical regions with 1293 IMO 
patients and 3208 controls. Eleven 
studies were performed in the Unit-
ed States; the other studies were 
conducted in France (n = 2), India 
(n = 2), New Zealand (n = 1), South 
Korea (n = 1), Italy (n = 1), and 
the United Kingdom (n = 1). Thir-
teen studies were of high quality, 
as defined by a Newcastle-Ottawa 

Assessment Scale score of 6. 
Patients with IMO were found 

to exhibit a range of GI symptoms, 
including bloating (78%), consti-
pation (51%), diarrhea (33%), ab-
dominal pain (65%), nausea (30%), 
and flatulence ȋ56%Ȍ.

In other findingsǣ
• Patients with IM� had a significantǦ

ly higher prevalence of constipation 
vs controls: 47% vs 38% (odds 
ratio [OR], 2.04; 95% CI, 1.48-2.83; 
P < .0001). 

• They had a lower prevalence of 
diarrhea: 37% vs 52% (OR, 0.58; 
95% CI, 0.37-0.90; P = .01); and 
nausea: 32% vs 45%; (OR, 0.75; 
95% CI, 0.60-0.94; P = .01). 

• Patients with IMO had more se-
vere constipation: standard mean 
deviation [SMD], 0.77 (95% CI, 
0.11-1.43; P = .02) and a lower 
severity of diarrhea: SMD, -0.71 
(95% CI, -1.39 to -0.03; P = .04). 
Significant heterogeneity of effect, 
however, was detected.

• Constipation was more prevalent 
in IMO diagnosed with the lactu-
lose breath test and the glucose 
breath test and constipation was 
particularly prevalent in Europe 
and the United States.

Mechanism of Action
�he findings on constipation and 

diarrhea corroborate methane’s 
slowing physiologic effects on 
motility, the authors noted. It has 
been consistently found to delay 
gut transit, both small-bowel and 
colonic transit.

Mechanistically, methane reduces 
small-intestinal peristaltic velocity 
while augmenting non-propagating 
contraction amplitude, suggesting 
that reduction of intestinal transit 
time is mediated through promo-
tion of nonpropulsive contractions.

“This study further consolidates 
methane’s causal role in constipa-
tion and paves the way to establish 
validated diseaseǦspecific patientǦreǦ
ported outcomes,” Rezaie and asso-
ciates wrote, calling for longitudinal 
and mechanistic studies assessing 
the archaeome in order to advance 
understanding of IMO.

This study was funded in part by 
Nancy Stark and Stanley Lezman in 
support of the MAST Program’s In-
novation Project at Cedars-Sinai.

Rezaie serves as a consultant/
speaker for Bausch Health. Ce-
dars-Sinai Medical Center has a 
licensing agreement with Gemelli 
Biotech, in which Rezaie and a co-
author have equity. They also hold 
equity in Good LIFE. The coauthor 
consults for and has received grant 
support from Bausch Health.  ■ 
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BY NANCY A. MELVILLE

FROM CL INICAL  GASTROENTEROLOGY 
AND HEPATOLOGY

An increase of patients pre-
senting with the complex 
combination of hypermobile 

Ehlers-Danlos syndrome (hEDS) 
with co-existing gastrointestinal 
(GI) symptoms, postural orthostatic 
tachycardia syndrome (POTS), and/
or mast cell activation syndrome 
(MCAS) has prompted the issuance 
of clinical practice guidance from 
AGA to help clinicians comprehend 
such cases.

“Recognizing and treating GI 
symptoms in patients with hEDS or 
hypermobility spectrum disorders 
and comorbid POTS or MCAS pres-
ent major challenges for clinicians, 
who often feel under equipped to 
address their needs,” AGA reported 
in the update, published in Clin-
ical Gastroenterology and Hepa-
tology (2025 May. doi: 10.1016/j.
cgh.2025.02.015).

Importantly, “the poor under-
standing of these overlapping 
syndromes can lead to nonstan-
dardized approaches to diagnostic 
evaluation and management,” the 
authors noted.

“Gastroenterology providers 
should be aware of the features of 
[these syndromes] to recognize the 
full complexity of patients present-
ing with multisystemic symptoms.”

Hypermobility spectrum dis-
orders, which include hEDS, are 
typically genetic, and patients 
experience pain along with joint 
hypermobility, or extreme flexibility 
of joints beyond the normal range 
of motion.

With research showing that most 
of those patients — up to 98% 
— also experience GI symptoms, 
gastroenterologists may be encoun-
tering them more commonly than 
realized, Lucinda A. Harris, MD, 
AGAF, of the Mayo Clinic School of 
Medicine, in Scottsdale, Arizona, ex-
plained to GI & Hepatology News.

“As our knowledge in gastro-
enterology has progressed, we 
realize that hypermobility itself 
predisposes individuals to dis-
orders of brain-gut interaction,” 
she said. “We may only be seeing 
the tip of the iceberg when it 
comes to diagnosing patients with 
hypermobility.”

Additionally, “many of these 

patients have POTS, which has 
also been increasingly diagnosed,” 
Harris added. “The strong overlap 
of these conditions prompted us to 
present this data.”

With a lack of evidence-based 
understanding of the overlapping 
syndromes, AGA’s guidance does 

not carry formal 
ratings but is 
drawn from a 
review of the 
published litera-
ture and expert 
opinion.

In addition 
to the key rec-
ommendation 
of being aware 
of the observed 

combination of syndromes, their 
recommendations include:
• Regarding testing for POTS/

MCAS, it should be targeted to 
patients presenting with clinical 
manifestations of the disorders, 
but universal testing for POTS/
MCAS in all patients with hEDS 
or hypermobility spectrum dis-
orders is not currently supported 
by the evidence, the guidance 
advises.

• Gastroenterologists seeing 
patients with disorders of gut-
brain interaction should inquire 
about joint hypermobility and 
strongly consider incorporating 
the Beighton score for assessing 
joint hypermobility into their 
practice as a screening tool; if the 
screen is positive, gastroenter-
ologists may consider applying 
2017 diagnostic criteria to diag-
nose hEDS or offer appropriate 
referral to a specialist where 
resources are available, the AGA 
recommends.

• Medical management of GI symp-
toms in hEDS or hypermobility 
spectrum disorders and POTS/
MCAS should focus on treating 
the most prominent GI symptoms 
and abnormal GI function test 
results.

• In addition to general disorders of 
gut-brain interactions and GI mo-
tility disorder treatment, manage-
ment should also include treating 
any symptoms attributable to 
POTS and/or MCAS.
Treatment of POTS may in-

clude increase of fluid and salt 
intake, exercise training, and use 
of compression garments. Special 

pharmacological treatments for vol-
ume expansion, heart rate control, 
and vasoconstriction with integrat-
ed care from multiple specialties 
(eg, cardiology, neurology) should 
be considered in patients who do 
not respond to conservative life-
style measures.

In patients presenting to gastro-
enterology providers, testing for 
mast cell disorders including MCAS 
should be considered in patients 
with hEDS or hypermobility spec-
trum disorders and disorders of 
gut-brain interaction with episodic 
symptoms that suggest a more 
generalized mast cell disorder in-
volving two or more physiological 
systems. However, current data do 
not support the use of these tests 
for routine evaluation of GI symp-
toms in all patients with hEDS or 
hypermobility spectrum disorders 
without clinical or laboratory ev-
idence of a primary or secondary 
mast cell disorder, the authors 
noted.

Harris explained that patients 
presenting with gut-brain disorders 
are often mistakenly classified as 
having irritable bowel syndrome 
or dyspepsia, whereas these condi-
tions may be affecting the GI disor-
ders they have.

“For example, a patient with 
Ehlers-Danlos syndrome might 
have problems with constipation, 
which is impacted by pelvic floor 
dysfunction,” she said. “Due to their 
hypermobility, they may experience 
more pelvic floor descent than 
usual.”

“If we do not recognize this, the 
patient risks developing rectal pro-
lapse or not effectively addressing 
their constipation.”

Regarding patient characteristics, 
Harris said that those with hEDS 
and POTS appear to more likely 
be women and tend to present in 
younger patients, aged 18-50 years. 
Of note, there is no genetic test for 
hEDS.

“The take-home point for clini-
cians should be to consider POTS 
and Ehlers-Danlos syndrome when 
encountering young female patients 
with symptoms of palpitations, hy-
permobility, and orthostatic intoler-
ance,” she said.

“Recognizing hypermobility is 
crucial, not only for GI symptoms 
but also to prevent joint disloca-
tions, tendon ruptures, and other 

connective tissue issues.”
Clinicians are further urged to 

“offer informed counseling, and 
guide patients away from unreliable 
sources or fragmented care to fos-
ter therapeutic relationships and 
evidence-based care,” the authors 
added.

Deciphering Gut-Brain 
Disorder Challenges
Commenting to GI & Hepatology 
News, Clair Francomano, MD, a 

professor of 
medical and 
molecular ge-
netics at the In-
diana University 
School of Med-
icine, in India-
napolis, said the 
new guidance 
sheds import-
ant light on the 
syndromes.

“I’m delighted to see this guid-
ance offered through the AGA as it 
will encourage gastroenterologists 
to think of EDS, POTS and MCAS 
when they are evaluating patients 
with disorders of gut-brain interac-
tion,” Francomano said.

“This should allow patients to 
receive more accurate and time-
ly diagnoses and appropriate 
management.”

Francomano noted that 
the Ehlers-Danlos Society, which 
provides information for clini-
cians and patients alike on the 
syndromes, and where she serves 
on the medical scientific board, 
has also been active in raising 
awareness.

“While co-occurrence of POTS 
and MCAS with EDS has in fact 
been recognized for many years, I 
do think awareness is increasing, 
in large part due to the advoca-
cy and educational efforts of the 
Ehlers-Danlos Society,” she said.

The take-home message? “When 
clinicians see disorders of the gut-
brain axis, POTS or MCAS, they 
should be thinking, ‘Could this be 
related to joint hypermobility or 
�hlersǦ�anlos syndromeǫǯԜǳ Franco-
mano said.

Harris reported serving as a con-
sultant for AbbVie, Ardelyx, Salix, 
and Gemelli Biotech and reported 
receiving research support from 
Takeda and Anyx. Francomano did 
not report any relevant disclosures. ■
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�UPPER GI TRACT 

Less Invasive Screening May ID Barrett’s Earlier
BY DIANA SWIFT

A new combination modality 
demonstrated excellent sensi-
tivity and negative predictive 

value compared with endoscopy in a 
prospective study of at-risk veterans 
screened for Barrett’s esophagus 
(BE) and esophageal adenocarcino-
ma (EAC), a small comparative study 
in US veterans found.

BE is up to three times more 
prevalent in veterans than in the 
general population.

This and other minimally invasive 
approaches may reduce patient 
anxiety and increase screening 
rates, according to investigators led 

by Katarina B. Greer, MD, MS, of the 
VA Northeast Ohio Healthcare Sys-
tem and Case Western University in 
Cleveland. Such screening platforms 
are expected to open a window on 
improved prognosis for EAC by of-
fering wellǦtolerated, officeǦbased 
testing, the authors wrote in The 
American Journal of Gastroenter-
ology (2025 Mar. doi: 10.14309/
ajg.0000000000002962).

Greer and colleagues compared 
standard upper endoscopy with 
EsoCheck (EC), a nonendoscopic 
esophageal balloon cell-sampling 
device coupled with EsoGuard (EG), 
a DNA-based precancer screening 
assay, with standard upper endos-
copy, an FDA-approved minimally 
invasive alternative.

Sensitivity and specificity of 
combined EC/EG for esophagogas-
troduodenoscopy (EGD)-detected 
BE/EAC were 92.9% (95% CI, 
66.1-99.8) and 72.2% (95% CI, 
62.1-80.8), respectively. Positive 
and negative predictive values 
were 32.5% (95% CI, 18.6-49.1) 
and 98.6% (95% CI, 92.4-100), 
respectively.

“With its strong negative predic-
tive power, this screening modality 
could be a firstǦline tool available to 
a greater number of patients,” Greer 
and associates wrote. “Data from 
this test support the notion that EC 
could be performed as a triaging 

test to increase the yield of diagnos-
tic upper endoscopy 2.5-fold.”

The US rates of EAC have increased 
more than sixfold in the past four de-
cades and continue to rise. In 2023, 
21,560 cases of EAC were diagnosed. 
The prognosis for EAC is still poor, 
with fewer than 22% of patients sur-
viving beyond 5 years.

Current guidelines recommend 
sedated EGD for patients with chron-
ic gastroesophageal reflux disease 
(GERD) and additional BE risk factors 
such as smoking, obesity, and family 
history. This strategy, however, often 
fails to detect BE when symptoms are 
well controlled with over-the-counter 
or physician-prescribed therapies, 

Greer and col-
leagues noted. It 
also fails to detect 
BE in individuals 
without GERD, who 
comprise 40% of 
those who develop 
EAC.

Fewer than 
5% of EACs are 
diagnosed as ear-
ly-stage lesions 

caught by surveillance of patients 
with previously detected BE.

Study Details
The researchers recruited veter-
ans meeting American College of 
Gastroenterology criteria for endo-
scopic BE and EAC screening at the 
Louis Stokes Cleveland Veterans 
Affairs Medical Center.

Of 782 eligible veterans, 130 
(16.6%) entered the study and 124 
completed screening. Common rea-
sons for nonparticipation included 
completion of upper endoscopy out-
side of the VA healthcare system, lack 
of interest in joining a research study, 
and no recommendation for screen-
ing from referring gastroenterology 
or primary care providers. Eligible 
candidates had gastroesophageal 
reflux disorder plus three additional 
risk factors, such as smoking, higher 
BMI, male sex, age 50 years or older, 
and family history. The mean number 
of risk factors was 4.1.

“Available data suggest that family 
history is the strongest predictor of 
BE diagnosis, as prevalence of BE 
among those with family history 
was 23%,” Greer’s group wrote. 
“This points to high priority of pur-
suing screening in patients with 
family history of the condition, fol-
lowed by patients who share multi-
ple risk factors.”

All participants completed 

unsedated EC-guided 
distal esophageal 
sampling followed by 
a sedated EGD on the 
same day. The preva-
lence of BE/EAC was 
12.9% (n = 14/2), 
based on standard 
EGD.

“The study was not 
powered to prospec-
tively determine EC 
diagnostic accuracy 
for subgroups of 
nondysplastic and 
dysplastic BE and 
EAC. These data are re-
ported for this device 
in development studies but not avail-
able for our study population,” the 
authors wrote. In comparison, they 
noted, the Cytosponge-TFF3, another 
nonendoscopic screening device for 
EAC and BE, exhibited lower sensi-
tivity of 79.5%-87.2%, depending on 
lesion length, but higher specificity of 
92.4%.

Procedural Anxiety
Baseline scores on the short-form 
six-item Spielberger State-Trait Anx-
iety Inventory-6 (STAI-6) revealed 
notable levels of periprocedural 
anxiety. STAI-6 scores range from 
20 to 80, with higher scores indicat-
ing more severe anxiety. In the VA 
study, scores ranged from 20 to 60, 
and most domains constituting the 
scores were the same before and 

after the procedure. Participants did, 
however, report a statistically signifi-
cant decrease in sense of worry after 
EC and reported good tolerability for 
both EC and EG.

Offering an outsider’s perspec-
tive on the study, Joshua Sloan, DO, 
an esophageal gastroenterologist 
at University of Minnesota Medical 
Center in Minneapolis, said that 
with the acceleration of US rates of 
EAC, developing a nonendoscopic 
screening tool to improve identifica-
tion of Barrett’s and perhaps early 
EAC is important. “The study by 
Greer et al helps support the use of 

nonendoscopic screening with Eso-
Check and EsoGuard to identify these 
conditions,” he told GI & Hepatology 
News. “It will be interesting to see 
similar studies in the non-VA pop-
ulation as well. As the study notes, 
veterans are an enriched population 
with a higher prevalence of Barrett’s 
esophagus.”

Ultimately, Sloan added, “the hope 
is to increase our ability to identify 
and manage BE before it becomes 
EAC. Nonendoscopic screening tools 
have the potential to increase diag-
nosis and funnel the appropriate pa-
tients for endoscopic surveillance.”

The Bottom Line 
“Calculations regarding effectiveness 
of the two-step screening strategy 
afforded by EC indicate that the 

burden of screening 
would be reduced 
by at least half 
(53%),” the authors 
wrote. Since the es-
timated size of the 
US screen-eligible 
population ranges 
from 19.7 million 
to 120.1 million, 
noninvasive tools 
could significantly 

decrease EGD procedures. A formal 
cost-effectiveness analysis is being 
conducted and will be published 
separately.

This study was funded by a De-
partment of Defense award.

A coauthor reported device 
patents assigned to Case Western 
Reserve University and licensed to 
Lucid Diagnostics. The other authors 
had no competing interests to de-
clare. Sloan disclosed speaking and/
or advisory work for SanofiǦ�egen-
eron, Phathom Pharmaceuticals, and 
Takeda Pharmaceuticals unrelated 
to his comments. ■

Dr. Greer

‘Available data suggest 
that family history is the 
strongest predictor of BE 
diagnosis. ... This points to 
high priority of pursuing 
screening in patients with 
family history of the condition.’

Dr. Sloan

‘It will be interesting to see 
similar studies in the non-
VA population as well. As 
the study notes, veterans 
are an enriched population 
with a higher prevalence 
of Barrett’s esophagus.’
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The EsoCheck cell collection device is designed to be coupled 
with EsoGuard, a DNA-based precancer screening assay.
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MC were found not to be causally 
linked, he added, “we did observe a 
marginal association with SSRIs but 
could not rule out the possibility 
that the association is related to re-
sidual bias.”

The authors noted that the in-
cidence of MC in older persons is 
rising rapidly and is thought to ac-
count for more than 30% of chronic 
diarrhea cases in this group.

Despite weak evidence in the 
literature, the treatment guide-
lines of several societies, including 
the American Gastroenterological 
Association, recommend discon-
tinuing potential pharmacologic 
triggers as firstǦline prevention or 
as an adjunct therapy, particular-
ly in recurrent or refractory MC 
(Gastroenterology. 2015 Nov. doi: 
10.1053/j.gastro.2015.11.008). But 
this approach may be ineffective in 
patients with established disease 
and could lead to inappropriate 
discontinuation of medication such 
as antihypertensives, the authors 
argued.

As to proposed mechanisms 
of action, said Khalili, “for PPIs 
[proton-pump inhibitors], people 
thought it was related to changes 
in the gut microbiome. For NSAIDs 
ȏnonsteroidal antiǦinflammatory 
drugs], people thought it could be 
related to changes in the gut barrier 
function. But overall, not a single 
mechanism would have explained 
all the prior associations that were 
observed.”

While medications such as PPIs 
and SSRIs can cause diarrhea in a 
small subset of users, Khalili added, 
“most patients generally catch these 
side effects very quickly and realize 
that stopping these medications 
will improve their diarrhea. This is 
very different than most patients 
we as gastroenterologists see with 
a new diagnosis of MC. Many of 
them may have been on these med-
ications for a long time. We believe 
that stopping medications in these 
patients is unnecessary.” 

Study Details
The investigators looked at eligible 
residents in Sweden age 65 years 
or older in the years 2006-2017 
(n = 191,482-2,634,777). Partici-
pants had no history of inflamma-
tory bowel disease and different 
cohorts were examined for various 
common medications from calcium 
channel blockers to statins.

With a primary outcome of biop-
syǦverified M�, dates of diagnosis 

were obtained from Sweden’s 
national histopathology cohort 
ESPRESSO (Epidemiology Strength-
ened by Histopathology Reports in 
SwedenȌ. Among the findingsǣ
• The 12- and 24-month cumula-

tive incidences of MC were less 
than 0.05% under all treatment 
strategies.

• Estimated 12-month risk differ-
ences were close to null under 

angiotensin-converting enzyme 
vs calcium-channel blocker (CCB) 
initiation, angiotensin-receptor 
blocker vs CCB initiation, NSAID 
initiation vs noninitiation, PPI 
inhibitor initiation vs nonini-
tiation, and statin initiation vs 
noninitiation.

• The estimated 12-month risk 
difference was 0.04% (95% 
CI, 0.03%-0.05%) for SSRIs vs 
mirtazapine.

• Results were similar for 24-month 
risk differences. Several medi-
cations such as SSRIs were also 
associated with increased risk for 
undergoing colonoscopy with a 
normal colorectal mucosa biopsy 
result.
“We think it’s unlikely that stop-

ping these medications will im-
prove symptoms of MC,” Khalili 
said.

Commenting on the paper 
but not involved in it, Jordan E. 
Axelrad, MD, MPH, codirector of 
the Inflammatory �owel �isease 
Center at NYU Langone Health in 
New York City, said, “This study 
strengthens the argument that 
MC is an immune-mediated dis-
ease, not primarily driven by drug 
exposures. But future studies in 
diverse cohorts are required to 
validate these findings.ǳ He said 
the study nevertheless provides 
reassurance that previously re-
ported associations may have 
been overstated or confounded by 
factors such as reverse causation 
and increased healthcare utiliza-
tion preceding the MC diagnosis.

In the meantime, Axelrad add-
ed, the findings ǲmay reduce the 

inclination to promptly discontinue 
medications historically associated 
with MC in newly diagnosed cases. 
Also, these data help shift the clin-
ical focus away from medication 
cessation alone and toward a need-
ed and broader MC management 
strategy. US-based validation would 
likely highlight these changes in our 
patients.”

Despite concerns about the 
study’s unmeasured confounding 
because of differential healthcare 
utilization or surveillance, the mod-
est association observed between 

SSRI and MC is supported by litera-
ture linking catecholamine and se-
rotonin to gut innate immunity and 
microbiota, Khalili’s group wrote. 
ǲHowever, this finding may also be 
confounded by other factors in-
cluding persisting surveillance and 
protopathic bias, especially since an 
association was also seen for risk 
for receipt of a colonoscopy with 
normal mucosa.”

Khalili believes the Swedish re-
sults are applicable even to the 
more diverse US population. He 
noted that lack of primary care 
data limited measurement of and 
adjustment for symptoms and 
medical diagnoses that increase 
risk. But according to Axelrad, MC 
is more prevalent in White, older 
patients, who are well-represented 

in Swedish cohorts but to a lesser 
extent in US populations. “Addi-
tionally, environmental factors 
and medication use patterns differ 
between Sweden and the US, partic-
ularly in regard to over-the-counter 
medication access.”

�he findings have implications 
for future research in pharmacoep-
idemiologic studies of gastrointes-
tinal-related outcomes. Since many 
routinely prescribed medications 
such as SSRIs were associated with 
an apparent increased risk for colo-
noscopies with normal colorectal 

biopsy results, future studies that 
examine gastrointestinalǦspecific 
adverse events should carefully 
consider potential surveillance bias.

In the meantime, Khalili stressed, 
it’s important to highlight that 
while some of these medications 
cause diarrhea in a small subset of 
patients, stopping medications in 
these patients is unnecessary.

This study was supported by 
the National Institutes of Health 
(NIH) and the Swedish Research 
Council. Khalili disclosed grants 
from the Crohn’s & Coiltis Foun-
dation, the NIH and the Helmsley 
CharitableTrust, as well as stock 
ownership in Cylinder Health. One 
coauthor is employed by Massachu-
setts General Hospital. Axelrad had 
no relevant competing interests. ■
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‘This study strengthens the 
argument that MC is an 
immune-mediated disease, 
not primarily driven by drug 
exposures. But future studies 
in diverse cohorts are required 
to validate these �ndings.’

‘Sensitivity analyses suggest 
that previously reported 
associations and persistent 
association with SSRI 
[selective serotonin reuptake 
inhibitor] initiation may be 
due to surveillance bias.’ 
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to help them lose excess body 
weight and keep the weight off.

What’s Next for Wegovy?
In February 2025, Novo Nordisk 
filed for regulatory approval in the 
European Union, followed by regu-
latory submission in Japan in May 
2025. Also in May, the FDA accepted 
a filing application for oral sema-
glutide 25 mg.

Furthermore, “There’s an expect-
ed readout of part 2 of ESSENCE in 
2029, which aims to demonstrate 
treatment with Wegovy lowers the 
risk of liver-related clinical events, 

compared to placebo, in patients 
with MASH and F2 or F3 fibrosis at 
week 240,” a Novo Nordisk spokes-
person told GI & Hepatology News.

Although the company has the 
technology to produce semaglutide 
as a pill or tablet, she said, “the US 
launch of oral semaglutide for obe-
sity will be contingent on portfolio 
prioritization and manufacturing 
capacity.” The company has not yet 
submitted the 50-mg oral semaglu-
tide to regulatory authorities.

“The oral form requires more 
active pharmaceutical ingredient 
[API],” she noted. “Given that we 
have a fixed amount of API, the 
injectable form enables us to treat 
more patients. We are currently 
expanding our oral and injectable 
production capacities globally with 
the aim of serving as many patients 
as possible. It requires time to build, 
install, validate, and ramp up these 
production processes.” ■

fibrosis compared with 34% of 266 
individuals treated with placebo — a 
statistically significant difference.

The second primary endpoint 
showed 37% of people treated with 
Wegovy achieved improvement in 
liver fibrosis and no worsening of 
steatohepatitis compared with 22% 
of those treated with placebo, also a 
significant difference.

A confirmatory secondary end-
point at week 72 showed 33% 
of patients treated with Wegovy 
achieved both resolution of ste-
atohepatitis and improvement in 
liver fibrosis compared with 16% 
of those treated with placebo — a 
statistically significant difference in 
response rate of 17%.

In addition, 83.5% of the patients 

in the semaglutide group main-
tained the target dose of 2.4 mg 
until week 72.

Wegovy is also indicated, along 
with diet and physical activity, 
to reduce the risk for major car-
diovascular events in adults with 
known heart disease and with 
either obesity or overweight. It 
is also indicated for adults and 
children aged 12 years or older 
with obesity, and some adults 
with overweight who also have 
weight-related medical problems, 

�LIVER DISEASE 

Positive ESSENCE Trial Results
Wegovy Approved from page 1

“The oral form requires 
more active pharmaceutical 
ingredient. Given that we have 
a �xed amount of API, the 
injectable form enables us to 
treat more patients. We are 
currently expanding our oral and 
injectable production capacities 
globally with the aim of serving 
as many patients as possible.” 

U
C

G
/G

E
T

T
Y
 I

M
A

G
E

S

Renew your 
AGA membership
Your AGA membership fuels your 
growth, network, and impact. 
Renew and stay connected with: 

Peer-reviewed journals & clinical 
updates. 

CME credits & learning discounts. 

Access to exclusive member 
opportunities. 

Advocacy for your voice in healthcare.

➜

➜

➜

➜

Scan to renew or visit 
Gastro.org/Renew26. 

01_6_16to18_GIHEP_1025.indd   18 9/22/2025   1:55:48 PM



MDedge.com/gihepnews / October 2025 19

� IBD & INTESTINAL DISORDERS

Sleep Changes in IBD Could Signal In�ammation
BY MARILYNN LARKIN

FROM CL INICAL  GASTROENTEROLOGY 
AND HEPATOLOGY

Changes in sleep metrics de-
tected with wearable tech-
nology could serve as an 

inflammation marker and poten-
tially predict inflammatory bowel 
disease ȋI��Ȍ flareǦups, regardless 
of whether a patient has symptoms, 
an observational study suggested.

Sleep data from 101 study par-
ticipants over a mean duration 
of about 228 days revealed that 
altered sleep architecture was ap-
parent only when inflammation 
was present — symptoms alone did 
not impact sleep cycles or signal 
inflammation.

“We thought symptoms might 
have an impact on sleep, but in-
terestingly, our data showed that 
measurable changes like reduced 
rapid eye movement [REM] sleep 
and increased light sleep only 
occurred during periods of active 
inflammation,ǳ �obert Hirten, M�, 
associate professor of medicine 
ȋgastroenterologyȌ, and artificial 
intelligence and human health, at 
the Icahn School of Medicine at 
Mount Sinai, �ew �ork �ity, told GI 
& Hepatology News.

“It was also interesting to see dis-
tinct patterns in sleep metrics begin 
to shift over the 45 days before a 
flare, suggesting the potential for 
sleep to serve as an early indicator 
of disease activity,ǳ he added.

ǲSleep is often overlooked in the 
management of I��, but it may 
provide valuable insights into a pa-
tientǯs underlying disease state,ǳ he 
said. “While sleep monitoring isn’t 
yet a standard part of I�� care, 
this study highlights its potential 
as a noninvasive window into dis-
ease activity, and a promising area 
for future clinical integration.ǳ

The study was published on-
line first in Clinical Gastroenterolo-
gy and Hepatology (2025 Jun. doi: 
10.1016/j.cgh.2025.06.003).

Less REM Sleep, 
More Light Sleep
Researchers assessed the impact 
of inflammation and symptoms on 
sleep architecture in IBD by analyz-
ing data from 101 individuals who 
answered daily disease activity sur-
veys and wore a wearable device.

The mean age of participants 
was 41 years and 65.3% were 
women. Sixty-three participants 
ȋ62.4%Ȍ had �rohnǯs disease ȋ��Ȍ 

and 38 (37.6%) had ulcerative coli-
tis ȋ��Ȍ.

Almost 40 (39.6%) participants 
used an Apple Watch; 50 (49.5%) 
used a Fitbit; and 11 (10.9%) used 
an �ura ring. Sleep architecture, 
sleep efficiency, and total hours 
asleep were collected from the de-
vices. Participants were encouraged 
to wear their devices for at least 
4 days per week and 8 hours per 

day and were not required to wear 
them at night. Participants provid-
ed data by linking their devices to 
ehive, Mount Sinaiǯs custom app.

Daily clinical disease activity was 
assessed using the �� or �� Patient 
Reported Outcome-2 survey. Par-
ticipants were asked to answer at 
least four daily surveys each week.

Associations between sleep met-
rics and periods of symptomatic 
and inflammatory flares, and com-
binations of symptomatic and in-
flammatory activity, were compared 
to periods of symptomatic and in-
flammatory remission.

Furthermore, researchers ex-
plored the rate of change in sleep 
metrics for 45 days before and after 
inflammatory and symptomatic 
flares.

Participants contributed a mean 
duration of 228.16 nights of wear-
able data. �uring active inflamma-
tion, they spent a lower percentage 
of sleep time in REM (20% vs 
21.59%) and a greater percentage 
of sleep time in light sleep (62.23% 
vs 5ͻ.ͻ5%Ȍ than during inflamma-
tory remission. �o differences were 
observed in the mean percentage of 
time in deep sleep, sleep efficiency, 
or total time asleep.

�uring symptomatic flares, there 
were no differences in the percent-
age of sleep time in ��M sleep, 
deep sleep, light sleep, or sleep ef-
ficiency compared with periods of 
inflammatory remission. However, 
participants slept less overall during 
symptomatic flares compared with 
during symptomatic remission.

�ompared with during asymp-
tomatic and uninflamed periods, 

during asymptomatic but inflamed 
periods, participants spent a lower 
percentage of time in ��M sleep, 
and more time in light sleep; how-
ever, there were no differences 
in sleep efficiency or total time 
asleep.

Similarly, participants had more 
light sleep and less REM sleep 
during symptomatic and inflam-
matory flares than during asymp-

tomatic and 
uninflamed 
periods — but 
there were no 
differences in 
the percentage 
of time spent in 
deep sleep, in 
sleep efficiency, 
and the total 
time asleep.

Symptomatic 
flares alone, without inflammation, 
did not impact sleep metrics, the 
researchers concluded. However, 
periods with active inflammation 
were associated with a significantly 
smaller percentage of sleep time in 
REM sleep and a greater percentage 
of sleep time in light sleep.

The team also performed longi-
tudinal mapping of sleep patterns 
before, during, and after disease ex-
acerbations by analyzing sleep data 
for 6 weeks before and 6 weeks 
after flare episodes.

They found that sleep distur-
bances significantly worsen lead-
ing up to inflammatory flares and 
improve afterward, suggesting that 
sleep changes may signal upcom-
ing increased disease activity. As 
for the intersection of inflammato-
ry and symptomatic flares, altered 
sleep architecture was evident only 
when inflammation was present.

ǲ�hese findings raise important 
questions about whether interven-
ing on sleep can actually impact 
inflammation or disease tra�ectory 
in I��,ǳ Hirten said. ǲ�ext steps 
include studying whether targeted 
sleep interventions can improve 
both sleep and I�� outcomes.ǳ

While this research is still in the 
early stages, he said, ǲit suggests 
that sleep may have a relation-
ship with inflammatory activity in 
I��. For patients, it reinforces the 
value of paying attention to sleep 
changes.ǳ

�he findings also show the po-
tential of wearable devices to guide 
more personali�ed monitoring, he 
added. ǲMore work is needed before 
sleep metrics can be used routinely 

in clinical decisionǦmaking.ǳ

Validates the Use 
of Wearables
�ommenting on the study for GI & 
Hepatology News, Michael Mint�, 
M�, a gastroenterologist at �eill 
�ornell Medicine and �ew �orkȂ
Presbyterian in �ew �ork �ity, 
observed that gastrointestinal 
symptoms often do not correlate 
with objective disease activity in 
I��, creating a diagnostic challenge 
for gastroenterologists. 

ǲ�urdensome, expensive, andȀor 
invasive testing, such as colonosco-
pies, stool tests, or imaging, are fre-
quently required to monitor disease 
activity,ǳ he said.

ǲ�his study is a first step in ob-
�ectively monitoring inflammation 
in a patient-centric way that does 
not create undue burden to our 
patients,ǳ �r. Mint� added. ǲIt also 
provides longitudinal data that 
suggests changes in sleep pat-
terns can preǦdate disease flares, 
which ideally can lead to earlier 
intervention to prevent disease 
complications.ǳ

�ike Hirten, he noted that clinical 
decisions, such as changing I�� 
therapy, should not be based on 
the results of this study. “Rather 
this provides validation that wear-
able technology can provide useful 
objective data that correlates with 
disease activity.ǳ

Furthermore, he said, it is not 
clear whether analyzing sleep data 
is a cost-effective way of monitoring 
I�� disease activity, or whether 
that data should be used alone or 
in combination with other objective 
disease markers, to influence clini-
cal decisionǦmaking.

“This study provides proof of 
concept that there is a relationship 
between sleep characteristics and 
ob�ective inflammation, but further 
studies are needed,ǳ he said. ǲI am 
hopeful that this technology will 
give us another tool that we can use 
in clinical practice to monitor dis-
ease activity and improve outcomes 
in a way that is comfortable and 
convenient for our patients.ǳ

This study was supported by a 
grant to Hirten from the �S �ational 
Institutes of Health. Hirten report-
ed receiving consulting fees from 
Bristol Meyers Squibb and AbbVie; 
stock options from Salvo HealthǢ and 
research support from 
anssen, In-
tralytix, �n�iSense, and �rohnǯs and 
�olitis Foundation. Mint� declared 
no competing interests. ■

Dr. Hirten

‘It was ... interesting to see 
distinct patterns in sleep 
metrics begin to shift over 
the 45 days before a �are, 
suggesting the potential for 
sleep to serve as an early 
indicator of disease activity.’
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New York GI Links Health 
Equity, Cancer Screening

BY JENNIFER LUBELL
MDedge News 

Pascale M. White, MD, MBA, MS, 
never tires of excising precan-
cerous polyps.

“To know that I have removed 
something that could have been 
potentially dangerous to this pa-
tient in years to come, that wasn’t 
causing any symptoms but silently 
lurking there” is a great feeling, 
said Dr. White, an associate profes-
sor with dual appointments in the 
divisions of gastroenterology and 
liver diseases at the Icahn School of 
Medicine at Mount Sinai, New York.  

“When I do procedures, I always 
go in with the mindset that this 
could be a lifesaving procedure for 
this patient. And that definitely 
keeps me excited about the field,ǳ 
she said. 

Colorectal cancer is preventable, 
but when it comes to screening, 
there are large health disparities. 
African Americans are 20% more 
likely to get diagnosed with colo-
rectal cancer and 40% more likely 
to die from the disease. “Knowing 
that there are low screening rates 
among this population, there’s a lot 
of work to be done with mitigating 
those disparities,” said Dr. White, 
who has made it her life’s work to 
expand access to care and address 
health inequities. 

Dr. White is an inaugural director 
of Health Equity in Action for Liver 
and Digestive Diseases (HEALD) 
and an inaugural fellow of the Unit-
ed Hospital Fund’s Health Equity 
Fellowship. In 2025, she received 
the A
AǦPfi�er Beacon of Hope 
Award, which celebrates three 
women in the field who have played 
a key role in advancing gender and 
health equity in medicine. 

Much of her work involves going 
directly into communities and ed-
ucating patients and providers on 
the different choices for colorectal 
cancer screening. “Through the 
United Hospital Fund’s Health Equi-
ty Fellowship, I have partnered with 
an East Harlem community health 
center to conduct seminars and tai-
lor a one-page shared decision tool 
for colorectal cancer screening to 
jumpstart discussions on screening 
choices between patients and pro-
viders,” said Dr. White.

In an interview, she offered 
more details about her mission to 
connect with communities to im-
prove screening rates for colorectal 
cancer.

Can you discuss your 
work with HEALD? 
Dr. White: HEALD is a growing ini-
tiative to identify and address any 
access barriers to our screening 
programs. At this time, I’m working 
to identify how patients are getting 
referred to us in our division for 
colorectal cancer screening and 
how we can create a more stream-
lined and robust pathway for pa-
tients in the community, namely at 
Federally �ualified Health �enters 
in East Harlem.

You co-founded the 
Association of Black 
Gastroenterologists and 
Hepatologists (ABGH) 
in 2021. What are you 
hoping to accomplish 
with this organization? 
Dr. White: ABGH was co-founded by 
11 of us from across the country for 
the purpose of addressing healthcare 
disparities in GI [gastrointestinal] 
and liver diseases that dispropor-
tionately affect Black patients. Our 
mission is to promote health equity, 
advance science, and develop the 
careers of Black gastroenterologists, 
hepatologists, and scientists. 

Our mentorship program is one 
way we give back to incoming resi-
dents who are interested in pursu-
ing a career in GI. The Nurturing, 
Excelling, and Unifying Sisters in 
Medicine (NEXUS) conference cen-
ters the perspectives of Black wom-
en in medicine from all specialties. 
The ABGH Summit is an educational 

conference that 
features renowned 
experts in the health 
equity space.

But at the center 
of it all is our com-
munity outreach. 
When we started 
the organi�ation af-
ter Chadwick Bose-
man’s death during 
the height of the 
COVID pandemic, 
all our community 
events were held 
over Zoom. Now 
with our in-person 
events you can feel 
the energy in the 
room. Our main 
community fac-
ing event is called 
Bustin’ A Gut. It’s a 
genius combination 

of comedy and med-
ical education. We have a panel 
of physicians and comedians. The 
physicians talk about a range of 
GI topics such as colorectal cancer 
screening choices, alarm signs or 
symptoms of colon cancer, nutri-
tion, and general gut health. The 
community members feel com-
fortable asking their questions 
and the comedians help keep the 
conversation entertaining and 
lighthearted. It’s 
a true laugh and 
learn event.

How did 
you become 
interested in 
health equity? 
Was there a 
speci�c event 
or circumstance 
you could share? 
Dr. White: It was 
my residency train-
ing at New York 
University and my 
experiences at Bel-
levue Hospital that 
really introduced 
me to a place where 
everyone could get 
care. Whether you 
are coming from 
another country or 
right up the street, 
Bellevue saw ev-
eryone who walked 
through its doors. 
This is in deep 
contrast to the vast 

majority of hospitals where if you 
do not have insurance, you cannot 
be seen. Then there are people 
who have access to care but are 
overwhelmed by the complexities 
of the medical system. 

Consider colorectal cancer, for 
example. It is a preventable dis-
ease, yet most people aren’t getting 
screened because they either don’t 
know they should, they are fearful 
of the process, or they don’t know 
how to go about getting the tests 
done. These are namely knowl-
edge barriers that we can address. 
I thought: If there’s something I 
could do to help patients learn 
about colorectal cancer screening 
and how they can take steps to pre-
vent this disease, then that’s how I 
want to spend my career.

You created the Direct 
Access GI Clinic (DAGIC), 
one of the projects that led 
to the AGA-P�zer Beacon 
of Hope Award for Gender 
and Health Equity. How does 
DAGIC reduce wait times 
and improve endoscopic care 
coordination for underserved, 
high-risk patients? 
Dr. White: I developed and imple-
mented a clinic workflow that iden-
tified highǦrisk patients who were 
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Dr. Pascale M. White

Dr. Pascale M. White enjoys playing golf on the weekends 
when she is not in the clinic at Mount Sinai.
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LIGHTNING 
ROUND
What’s your favorite season of 
the year?
Fall 

What’s your favorite way to 
spend a weekend?
Playing golf

If you could have dinner with any 
historical �gure, who would it 
be?
Barack Obama

What’s your go-to karaoke song?
Livin’ on a Prayer by Bon Jovi 

What’s one thing on your bucket 
list?
Travel to Rome 

If you could instantly learn any 
skill, what would it be?
Speak Mandarin 

What’s your favorite holiday 
tradition?
Watching Hallmark movies with 
my daughter 

Are you a planner or more 
spontaneous?
Planner 

What’s the best piece of advice 
you’ve ever received?
Progress, not perfection 

sent for direct-access procedures 
but who needed office consultations 
prior to their procedures. These 
were the sickest of the sickest pa-
tients that needed to be prioritized. 
Working with my nurse practitioner 
and office ncurse, we triaged these 
patients and carved out dedicated 
time in the week where only DAGIC 
patients were scheduled.

�reating this direct workflow 
meant that these patients no longer 
had to wait 3 months. They were 
waiting at most, 2-3 weeks to be 
seen. I don’t take for granted that 
one change in a system can lead to 
impactful outcomes in patient care 
and access.

You also co-authored 
an update to the 
American College of 
Gastroenterology’s colorectal 
cancer screening guidelines 
for African Americans. 
Is there anything unique 
and important that’s 
worth noting?
Dr. White: We updated those guide-
lines to include physician recom-
mendation as a potential barrier to 

screening. We know that patients 
are more likely to be screened 
if they are recommended to do 
so by their physician. Yet, some 
patients are less likely to receive 
a physician recommendation for 

screening. We need to dive deeper 
into the reasons why this is hap-
pening. And if there are any gaps, 
for example in physician knowl-
edge, that’s something we should 
readily address.

One of your interests is 
guiding students, residents, 
and fellows. What advice 
would you give to aspiring 
medical students?
Dr. White: Keep an open mind and 
explore all your options before 
committing to a specialty. If you 
find the field exciting and you are 
motivated to spend time learning 
more about it, seek opportunities to 
conduct research and find a mentor 
that can further guide you on your 
journey. ■

‘I’m working to identify how patients are getting referred to us in our 
division for colorectal cancer screening and how we can create a 
more streamlined and robust pathway for patients in the community, 
namely at Federally Quali�ed Health Centers in East Harlem.’

Continued from previous page

CROHN’S & COLITIS CONGRESS®

JANUARY 22–24, 2026 • LAS VEGAS
REVOLUTIONIZING IBD CARE

REGISTER TODAY AND SAVE: 
CROHNSCOLITISCONGRESS.ORG

Access 2025 AGA-ASGE 
Postgraduate Course Content 

Anytime, Anywhere!

Learn more and  
purchase at PGCourse.org

Did you miss this year’s all-new 
combined course? 

Catch up with our on-demand product:  
get fresh approaches and practical solutions  

to apply to your practice! 
This product features lectures, videos and case 

discussions to immerse you in an in-depth 
exploration of everyday issues and tough 

challenges across GI, hepatology and endoscopy. 

EDU25-006

19to21_GIHEP_1025.indd   21 9/22/2025   2:04:56 PM



22 October 2025 / GI & Hepatology News

Continued on following page

� IBD & INTESTINAL DISORDERS 

New Global Guidelines for Pregnancy and IBD
organogenesis,” she added.

Final recommendations were 
published simultaneously in six 
international journals, namely, 
Clinical Gastroenterology and Hepa-
tology (2025 Aug. doi: 10.1016/j.

cgh.2025. 
04.005), Amer-
ican Journal of 
Gastroenterolo-
gy, GUT, Inflam-
matory Bowel 
Diseases, Journal 
of Crohn’s and 
Colitis, and Ali-
mentary Phar-
macology and 
Therapeutics.

Surprising, Novel Findings
Limited provider knowledge led to 
varied practices in caring for wom-
en with IBD who become pregnant, 
according to the consensus authors. 
Practices are affected by local dog-
ma, available resources, individual 
interpretation of the literature, and 
fear of harming the fetus.

“The variations in guidelines by 
different societies and countries 
reflect this and lead to confusion 
for physicians and patients alike,” 
the authors of the guidelines 
wrote.

Therefore, the Global Consensus 
Consortium — a group of 39 IBD 
experts, including teratologists and 
maternal fetal medicine specialists 
and seven patient advocates from 
six continents — convened to re-
view and assess current data and 
come to an agreement on best prac-
tices. The Grading of Recommen-
dations Assessment, Development, 
and Evaluation (GRADE) process 
was used when sufficient published 
data were available, and the Re-
search and Development process 
when expert opinion was needed to 
guide consistent practice.

ǲSome of the findings were ex-
pected, but others were novel,” said 
Mahadevan.

Recommendations that might 
surprise clinicians include GRADE 
statement 9, which suggests that 
pregnant women with IBD take 
low-dose aspirin by 12-16 weeks’ 
gestation to prevent preterm pre-
eclampsia. “This is based on the AS-
PRE study [N Engl J Med. 2017 Aug. 
doi:10.1056/NEJMoa1704559], 
showing that women at risk of pre-
eclampsia can lower their risk by 
taking low-dose aspirin,” with no 
risk for flare, Mahadevan said.

In addition, GRADE statements 

17-20 recommend/suggest that 
women continue their biologic 
throughout pregnancy without 
stopping. “North America has al-
ways recommended continuing 
during the third trimester, while 
Europe only recently has come to 
this,” Mahadevan said. “However, 
there was always some looseness 
about stopping at week X, Y, or Z. 
Now, we do recommend continu-
ing the dose on schedule with no 
holding.”

Continuing medications con-
sidered low risk for use during 
pregnancy, such as 5-amino 
salicylic acids, sulfasalazine, 
thiopurines, and all monoclonal 
antibodies during preconception, 
pregnancy, and lactation, was also 
recommended.

However, small-molecule drugs 
such as S1P receptor molecules and 
JAK inhibitors should be avoided for 
at least 1 month, and in some cases 
for 3 months prior to attempting 
conception, unless there is no alter-
native for the health of the mother. 
They should also be avoided during 
lactation.

Grade statement 33, which sug-
gests that live rotavirus vaccine 
may be provided in children with 
in utero exposure to biologics, is 
also new, Mahadevan noted. “All 
prior recommendations were that 
no live vaccine should be given 
in the first 6 months or longer if 
infants were exposed to biologics 
in utero, but based on a prospec-
tive Canadian study [Lancet Child 
Adolesc Health. 2023 Jun. doi: 
10.1016/S2352-4642(23)00136-
0], there is no harm when given to 
these infants.”

Another novel recommendation 
is that women with IBD on any 
monoclonal antibodies, includ-
ing newer interleukin-23s, may 
breastfeed even though there are 
not clinical trial data at this point. 
The recommendation to continue 
them through pregnancy and lac-
tation is based on placental physi-
ology, as well as on the physiology 
of monoclonal antibody transfer 
in breast milk, according to the 
consortium.

Furthermore, the authors noted, 
there was no increase in infant in-
fections at 4 months or 12 months 
if they were exposed to a biologic 
or thiopurine (or both) during 
pregnancy.

Overall, the consortium recom-
mended that all pregnancies for 

BY MARILYNN LARKIN

FROM CL INICAL  GASTROENTEROLOGY 
AND HEPATOLOGY

The first-ever global guide-
lines for pregnancy and 
inflammatory bowel disease 

(IBD) recommend continuing bi-
ologics and low-risk medications 
through pregnancy and lactation 
in women with IBD, suggesting 
this approach will not harm the 
fetus.

The guidelines also recommend 
that all women with IBD receive 
preconception counseling and be 
followed as high-risk pregnancies.

“Management of chronic illness 
in pregnant women has always 
been defined by fear of harming the 
fetus,” said Uma Mahadevan, MD, 
AGAF, director of the Colitis and 
Crohn’s Disease Center at the Uni-
versity of California San Francisco 
and chair of the Global Consensus 
Consortium that developed the 
guidelines.

As a result, pregnant women 
are excluded from clinical trials 
of experimental therapies for IBD. 
And when a new therapy achieves 

regulatory approval, there are no 
human pregnancy safety data, only 
animal data. �o fill this gap, the PI-
ANO study, of which Mahadevan is 
principal investigator, looked at the 
safety of IBD medications in preg-

nancy and short- and long-term 
outcomes of the children.

“With our ongoing work in preg-
nancy in the patient with IBD, we 
reali�ed that inflammation in the 
mother is the leading cause of poor 
outcome for the infant,” she told GI 
& Hepatology News.

“We also have a better under-
standing of placental transfer of 
biologic agents” and the lack of 
exposure to the fetus during the 
first trimester, ǲa key period of 

Dr. Mahadevan

‘With our ongoing work in 
pregnancy in the patient 
with IBD, we realized that 
in�ammation in the mother 
is the leading cause of poor 
outcome for the infant.’
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BY DIANA SWIFT

FROM GASTROENTEROLOGY

Out-of-pocket costs for bowel 
preparation are deterring 
people, especially vulnerable 

and underserved groups, from colo-
noscopy for colorectal cancer (CRC) 
screening , a large insurance-claims 
analysis in Gastroenterology re-
ported  (2025 Jun. doi: 10.1053/j.
gastro.2025.05.025) .

Moreover, this cost-sharing 
contravenes the preventive-care 
provisions for bowel preparation 

mandated by the Affordable Care 
Act (ACA).

Led by Gastroenterologist Eric 
D. Shah, MD, MBA, a clinical asso-
ciate professor at the University of 
Michigan in Ann Arbor, the study 
found a significant proportion 
of prescribed bowel preparation 
claims — 53% for commercial 
plans and 83% for Medicare — 
still involve patient cost-sharing, 
indicating noncompliance with 
ACA guidelines. Although ex-
pense-sharing was less prevalent 
among Medicaid claims (just 27%), 
it was not eliminated, suggesting 
room for improvement in coverage 
enforcement across the board.

“Colon cancer is unique in that it 
can be prevented with colonoscopy, 
but where are the patients? Bowel 
prep is a major reason that pa-
tients defer screening,” Shah told GI 
& Hepatology News. He said his 
group was quite surprised that the 
majority in the study cohort were 

paying something out of pocket 
when these costs should have been 
covered. “Primary care doctors may 
not think to ask about bowel prep 
costs when they order screening 
colonoscopies.”

�he findings emerged from an 
analysis of 2,593,079 prescription 
drug claims: 52.9% from commercial 
plans, 35% from Medicare Part D 
plans, and 8.3% from Medicaid plans.

“These patient costs of $30 or 
$50 are a real not a theoretical de-
terrent,” said Whitney Jones, MD, a 
gastroenterologist, adjunct clinical 

professor at 
the University 
of Louisville in 
Kentucky, and 
founder of the 
nonprofit �olon 
Cancer Preven-
tion Project. 
Jones was not 
involved in the 
analysis. “Some 
insurers require 

prior patient authorization for the 
low-dose preps, but gastroenterol-
ogists are doing so many colonos-
copies they don’t always have time 
to get a PA [prior authorization] on 
everyone.” 

With the increasing use of blood- 
and stool-based CRC testing, he 
added, “when you get a positive 
result, it’s really important to have 
the procedure quickly.” And appro-
priate bowel preparation is a small, 
cost-effective portion of the total 
costs of colonoscopy, a procedure 
that ultimately saves insurers sig-
nificant money in treatment costs.

The authors noted that while 
CRC is the second-leading cause 
of cancer-related deaths in the US, 
screening rates remain low, with 
only 59% of adults aged 45 years 
or older up to date with screening. 
Screening rates are particularly low 
among racial and ethnic minority 
groups as compared with White in-
dividuals, a disparity that highlights 

the need to address existing barri-
ers and enhance screening efforts.

In the current study, shared costs 
by bowel preparation volume also 
varied. Low-volume formulations 
had consistently higher out-of-
pocket costs: a median of $60 for 
low-volume vs $10 for high-volume 
in commercial plans. In Medicare, 
75% of high-volume claims had 
shared costs compared with 90% 
for their low-volume counterparts. 
The cost-sharing difference was 
slightly narrower with Medicaid: 
27% of high-volume claims vs 30% 

of low-volume 
claims.

This is con-
cerning, as 
low-volume op-
tions, which are 
preferred by pa-
tients for their 
better tolerabil-
ity, can enhance 
uptake and 
adherence and 

improve colonoscopy outcomes. 
Shah advises physicians to consider 
prescribing low-volume prepara-
tions. “Let patients know about the 
potential out-of-pocket cost and 
about copay cards and assistance 
programs and use high-volume 
preps as an alternative rather than 
a go-to,” he said.

As to costs across insurance 
types, among commercial plans, the 
median nonzero out-of-pocket cost 
was $10 for high-volume and $60 
for low-volume product claims. For 
Medicare, the median nonzero out-
of-pocket cost was $8 for high-vol-
ume and $55.99 for low-volume 
products.

Under the ACA, CRC screening 
is classified as a recommendǦ
ed preventive service, requiring 
health plans to cover it without 
cost-sharing. Although the Centers 
for Medicare & Medicaid Services 
previously tried to enforce this 
mandate in 2015 and 2016, stating 

that colonoscopy preparation med-
ications should be covered at no 
cost, many health plans are still not 
compliant.

At the nonfederal level, Jones 
noted, Kentucky, which has a signif-
icant high-risk population, recently 
became the first state to pass legis-
lation requiring health benefit plans 
to cover all guideline-recommended 
CRC exams and lab tests.

For its part, AGA has also called 
on payers to eliminate all cost-shar-
ing barriers across the CRC screen-
ing continuum.

Of note, the study authors said, 
the higher compliance with the 
ACA mandate in commercial and 
Medicaid plans than in Medicare 
highlights disparities that may dis-
proportionately affect vulnerable 
older adults. While nearly half of 
commercial patients and nearly 
three quarters of Medicaid patients 
incurred zero out-of-pocket costs, 
fewer than 17% of Medicare benefiǦ
ciaries, or one in six, did so.

Although these costs may be low 
relative to the colonoscopy, they 
nevertheless can deter uptake of 
preventive screenings, potentially 
leading to higher CRC incidence and 
mortality. “While some patients may 
be willing to pay modest out-of-
pocket costs, any required payment, 
however small, can serve as a barri-
er to preventative care, particularly 
in underserved populations,” they 
wrote. ǲ�hese financial barriers will 
continue to contribute to widening 
disparities and hinder progress to-
ward equitable screening outcomes.”

In the meantime, said Shah, “Phy-
sicians should advocate now to their 
representatives in Congress that 
bowel prep costs should already be 
covered as part of the ACA.”

This study was funded by Sebela 
Pharmaceuticals, maker of SU-
FLAVE preparation. The authors 
had no conflicts of interest to deǦ
clare. Jones is a speaker and consul-
tant for Grail LLC.  ■ 

�GI ONCOLOGY

Out-of-Pocket Prep Costs Reduce Screening 
Colonoscopy Uptake in Vulnerable Populations

Dr. Shah

‘While some patients may be 
willing to pay modest out-of-
pocket costs, any required 
payment, however small, 
can serve as a barrier to 
preventative care, particularly 
in underserved populations.’ Dr. Jones

INDEX OF 
ADVERTISERS

AbbVie
Skyrizi 11-16

Ironwood Pharmaceuticals, Inc.
Corporate 24

Takeda Pharmaceuticals, U.S.A. Inc.
Entyvio 2-5

Continued from previous page

women with IBD be considered as 
“high risk” for complications. This 
is due to the fact that many parts 
of the world, including the US, are 
“resource-limited,” Mahadevan 
explained. Since maternal fetal 
medicine specialists are not widely 
available, the consortium suggested 

all these patients be followed with 
increased monitoring and surveil-
lance based on available resources.

In addition to the guidelines, 
patient videos in seven languag-
es, a professional slide deck in 
English and Spanish, and a video 
on the global consensus are all 
available at https://pianostudy.

org/. �linicians can also find related 
patient materials created by the 
IBD Parenthood Project: myibdlife.
gastro.org/parenthood-project.

This study was funded by The Le-
ona B. and Harry H. Helmsley Char-
itable Trust. Mahadevan reported 
being a consultant for a variety of 
pharmaceutical firms.  ■ 
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