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in the esomeprazole group although the change did not 
reach statistical significance. No significant difference 
was noted between treatment groups when evaluating 
for the number of GERD-related signs and symptoms 
occurring 2 minutes before or after a reflux event.

This data shows that PPI use does reduce 
esophageal acid reflux events. However, this study 
also demonstrates that clinical events, often attributed 
to GERD, were not improved with PPI treatment. This 
finding shows that infant symptoms which are often 
attributed to GERD can be non-reflux related and may be 
physiologically normal or due to some other physiologic 
mechanism. More studies are needed to demonstrate 
how often non-GERD events are present in children 
(such as irritability) in order to prevent inappropriate 
use of acid suppression medications, such as PPIs. 

(Davidson G, Wenzl T, Thomson M, Omari T, Barker P, 
Lundborg P, Illueca M.  “Efficacy and safety of once-
daily esomeprazole for the treatment of gastroesoph-
ageal reflux disease in neonatal patients.”  Journal of 
Pediatrics.  2013; 163: 692-698).

Do Probiotics Help Colic?
Colic is a symptom of excessive infant crying and 
irritability that affects up to 20% of infants younger 
than 3 months of age. Its cause is unknown, and colic 
is a risk factor for child abuse and maternal mental 
health issues. Prior studies have suggested that infants 
with colic have a different intestinal microbial profile 
compared to those infants without colic. The authors 
of this study performed a systematic review and meta-
analysis using databases that included MEDLINE, 
EMBASE, and the Cochrane Library. Articles were 
reviewed from 1950 to 2012, and studies were evaluated 
for infant characteristics, type of probiotic use, outcome 
measures, and adverse events. In total, 18 studies 
were determined to be eligible for screening although 
only 12 studies could be used to fit the inclusion and 
exclusion criteria for this study. All included studies 
were randomized clinical trials including a total of 
1825 infants. Seven studies evaluated probiotic use in 
prevention of colic, but only 2 studies demonstrated 
a mean decrease in crying time for those infants on 
probiotics compared to those on placebo. Five studies 
evaluated probiotic use for treatment of infant colic, 
and three studies shows a significant decrease in crying 

(continued on page 66)

PPI Use in Infants for GERD
Proton pump inhibitors (PPIs) have been approved as 
a treatment of gastroesophageal reflux disease (GERD) 
symptoms in infants in children. Unfortunately, these 
drugs are often used to treat non-specific symptoms in 
infants without clear evidence of GERD. The authors 
of this study performed at randomized, double-blind, 
placebo-controlled trial at 3 centers in Australia, 
Germany, and the United Kingdom to determine the 
efficacy of the PPI, esomeprazole, versus placebo in the 
treatment of signs and symptoms possibly attributable 
to GERD.

Infants who were recruited from a newborn 
intensive care unit special care nursery were full term, 
post-conception age of 28-44 weeks, or less than 28 
weeks gestation (if they could fulfill the inclusion 
criteria). Patients were given esomeprazole at a dose 
of 0.5mg/kg/day or placebo at a similar volume. All 
patients underwent esophageal pH and impedance 
monitoring, cardiorespiratory monitoring, and 8-hour 
video monitoring at baseline and at the end of 14 days 
of treatment.

Fifty-two patients were enrolled in which 26 patients 
received esomeprazole and 26 patients received placebo. 
Approximately half of GERD events were associated 
with irritability and one-third of events were associated 
with oxygen desaturation. However, there was no 
change in symptoms compared to baseline regardless 
if study subjects were on esomeprazole or placebo at 
the end of 14 days of treatment when cardiorespiratory 
and video monitoring were compared. No significant 
difference was noted between the two treatment groups 
in regards to gastrointestinal, neurobehavioral, or 
cardiorespiratory events during the study. The mean 
change from baseline in regards to the total number 
of reflux episodes determined by impedance was not 
different between the two treatment groups although 
the number of acidic reflux episodes was significantly 
less in the esomeprazole group. The mean change in 
esophageal pH from baseline also demonstrated that the 
total number of acidic reflux episodes was decreased 
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minutes in infants receiving probiotics. However, these 
studies had marked heterogeneity using a random-
effects model suggesting that improvement of colic 
while on probiotics could have been due to other factors. 
There were no adverse events recorded in any of the 
probiotic studies.

Probiotics are likely harmless to give to infants; 
however, there is no good evidence that probiotics 
prevent or improve colic. Large, well-done, randomized 
clinical trials are needed to answer this important clinic 
question.

(Sung V, Collett S, de Gooyer T, Hiscock H, Tang M, 
Wake M. “Probiotics to prevent or treat excessive 
infant crying: systematic review and meta-analysis.” 
JAMA Pediatrics. 2013; 167: 1150-1157).

(continued from page 64)
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Mitigation Strategy (REMS) for vedolizumab.
The outcome of the advisory committee meeting, 

which included five voting questions, is non-binding 
and will be taken into consideration by the FDA when 
making its decision on Takeda’s Biologics License 
Application (BLA) for vedolizumab, which was 
submitted in June 2013. The FDA granted vedolizumab 
Priority Review status for the proposed indication in 
UC in September 2013 and standard review for the 
indication of CD. Priority Review status is given to 
applications for investigational drugs that treat a serious 
condition and, if approved, would provide a significant 
improvement in safety or effectiveness.

The BLA filings were supported by the GEMINI™ 
Studies, a four-study clinical program investigating 
vedolizumab in 2,700 patients in nearly 40 countries, 
making it the largest Phase 3 clinical trial program 
conducted to date simultaneously evaluating both UC 
and CD patient populations. Enrolled patients had 
failed at least one conventional therapy, including 
glucocorticoids, immunomodulators and/or a tumor 
necrosis factor-alpha antagonist. TNF-alpha antagonist 
and conventional therapy failure patients included those 
with inadequate response (primary non-responders), 
loss of response (secondary non-responders) or those 
who were intolerant.

About Ulcerative Colitis and Crohn’s Disease
Ulcerative colitis (UC) and Crohn’s disease (CD) are 
the two most common forms of inflammatory bowel 
disease (IBD), which is marked by inflammation in the 
GI tract. UC impacts the large intestine only, which 
includes the colon and the rectum. The most common 
symptoms of UC include abdominal discomfort and 
blood or pus in diarrhea. CD can impact any part of 
the digestive tract and common symptoms may include 
abdominal pain, diarrhea, rectal bleeding, weight loss, 
and fever. There is no known cause for UC or CD, 
although many researchers believe that the interaction 
between genes, the body’s immune system, and 
environmental factors may play a role. The aim of UC 
and CD treatments is to induce and maintain remission, 
or achieve extended periods of time when patients do 
not experience symptoms.

About Vedolizumab
Vedolizumab, under development for the treatment 
of UC and CD, is a humanized monoclonal antibody 

(continued on page 70)

FDA ADVISORY COMMITTEE RECOMMENDS 
APPROVAL OF TAKEDA’S INVESTIGATIONAL 
BIOLOGIC VEDOLIZUMAB
Takeda Announces Positive Vote on Vedolizumab to Treat 
Ulcerative Colitis and Crohn’s Disease
DEERFIELD, Ill. and OSAKA, Japan, Dec. 
2013 – Takeda Pharmaceutical Company Limited 
(“Takeda”) and its wholly-owned subsidiary, Takeda 
Pharmaceuticals U.S.A., Inc., announced that a joint 
panel of members from the Gastrointestinal Drugs 
and Drug Safety and Risk Management Advisory 
Committees of the United States (U.S.) Food and Drug 
Administration (FDA) voted to recommend approval 
of Takeda’s vedolizumab for the treatment of adults 
with moderately to severely active ulcerative colitis 
(UC) and Crohn’s disease (CD). All 21 committee 
members voted that based on currently available 
efficacy and safety data, the benefits outweigh the 
potential risks of vedolizumab to support approval for 
UC. Specifically, 13 committee members supported 
approval for UC patients who have failed steroids or 
immunosuppressants or TNF-alpha antagonists, while 
eight committee members supported approval for UC 
patients who have failed immunosuppressants or TNF-
alpha antagonists (the indicated population would not 
include patients that failed steroids only). Twenty of 
the 21 committee members voted to support approval 
for CD. Specifically, 14 committee members supported 
approval for CD patients who have failed steroids or 
immunosuppressants or TNF-alpha antagonists while 
six supported approval for CD patients who have failed 
immunosuppressants or TNF-alpha antagonists (the 
indicated population would not include patients that 
failed steroids only).

“We are very pleased with the advisory committee’s 
recommendation. People with ulcerative colitis or 
Crohn’s disease are in need of additional treatment 
options, as many patients lose response to currently 
available treatments,” said Asit Parikh, M.D., Ph.D., 
vice president, general medicine, Takeda. “Vedolizumab 
was designed to treat inflammation in the GI tract, and 
if approved, may offer an additional option for patients 
suffering from ulcerative colitis or Crohn’s disease.”

Without asking for a vote, the FDA also requested 
feedback from panel members about what post-market 
risk mitigation strategies beyond labeling, if any, would 
be needed to ensure that the benefits of vedolizumab 
outweigh its risks. Takeda will continue to work closely 
with the FDA on an appropriate Risk Evaluation 
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that specifically antagonizes the alpha4beta7 
integrin, inhibiting the binding of alpha4beta7 to 
intestinal mucosal addressin cell adhesion molecule 1 
(MAdCAM-1). MAdCAM-1 is preferentially expressed 
on blood vessels and lymph nodes of the gastrointestinal 
tract. The alpha4beta7 integrin is expressed on a subset 
of circulating white blood cells. These cells have been 
shown to play a role in mediating the inflammatory 
process in UC and CD. By inhibiting alpha4beta7, 
vedolizumab may limit the ability of certain lymphocytes 
to infiltrate gut tissues.

About Takeda Pharmaceuticals U.S.A., Inc.
Takeda is a research-based global company with its main 
focus on pharmaceuticals. As the largest pharmaceutical 
company in Japan and one of the global leaders of the 
industry, Takeda is committed to strive towards better 
health for people worldwide through leading innovation 
in medicine.

The company has a commercial presence covering 
around 70 countries, with particular strength in Asia, 
North America, Europe and fast-growing emerging 
markets including Latin America, Russia-CIS and 
China. Takeda is ranked 15th globally. Areas of focus 
include cardiovascular and metabolic, oncology, 
respiratory and immunology, central nervous system, 
general medicine, and vaccines.

Through the integration of Millennium 
Pharmaceuticals and Nycomed, Takeda has been 
transforming itself, broadening its therapeutic expertise 
and geographic outreach.

Takeda Pharmaceuticals U.S.A., Inc. is located 
in Deerfield, Ill., and is the U.S. marketing and sales 
organization of Takeda Pharmaceutical Company 
Limited.

Additional information about Takeda is 
available through its corporate website, www.

takeda.com Additional information about Takeda 
Pharmaceuticals U.S.A., Inc. is available through its 

website, www.takeda.us

OLYMPUS INTRODUCES WORLD’S ONLY 
FORWARD-VIEWING CURVILINEAR ULTRASOUND 
GASTROVIDEOSCOPE
TGF-UC180J Provides the Potential for New Opportunities 
in EUS-Guided Treatment of Diseases in the GI Tract
CENTER VALLEY, PA., Oct., 2013 – Olympus, a 
precision technology leader in designing and delivering 
innovative solutions in the medical and surgical field, 
among other core businesses, announced today the 
launch of its 510(k) cleared and world’s only forward-
viewing curvilinear ultrasound gastrovideoscope.

The advanced design of Olympus’ new EUS 
scope with forward-viewing optics makes it an ideal 
interventional tool.  The design of the scope is significant 
because it provides a reduced distal tip length compared 
to its oblique-viewing counterparts. The combination 
of a shorter tip with wider angulation capabilities (180 
degrees up) delivers enhanced maneuverability and 
handling. In addition, the scope’s straight channel 
enables therapeutic devices to be delivered directly 
(or head on) to the target site, potentially providing 
easier access to regions of interest.

The scope’s enhanced maneuverability and 
handling offers the potential to improve visualization of 
fundus diseases, which can be challenging to view and 
diagnose. In addition, an auxiliary water jet potentially 
provides better acoustic coupling as well as savings in 
accessory costs by eliminating the need for a balloon.

“The forward-viewing therapeutic echoendoscope 
is a major advance for interventional endoscopy,” 
said Dr. Kenneth Binmoeller, Medical Director of the 
Interventional Endoscopy Service (IES) at California 
Pacific Medical Center. “It is the first true ‘hybrid’ 
ultrasound endoscope, enabling both ultrasound 
and endoscopy-guided interventions with the same 
instrument. This will facilitate existing EUS-guided 
therapies, such as pseudocyst drainage, as well as enable 
new EUS-guided treatments.”

The TGF-UC180J is powered by the new, next-
generation ProSound F75 Ultrasound Imaging Platform, 
developed in partnership by Hitachi Aloka Medical, 
Ltd., which aids in more accurate diagnosis of diseases 
and cancers of the GI tract and surrounding organs. 
The scope is also backward compatible with prior 
generation processors, including the Olympus EU-ME1 
and Hitachi Aloka SSD-α10. 

“We are pleased to introduce this newest advance 
in EUS technology,” said Luke Calcraft, President of 

(continued on page 72)
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scope technology.
For more information or to evaluate the TGF-

UC180J ultrasound gastrovideoscope, please contact 
your Olympus representative or call 800-848-9024.

About Olympus Medical Systems Group
Olympus Medical Systems Group, a division of global 
technology leader Olympus, develops solutions for 
healthcare professionals that help improve clinical 
outcomes, reduce overall costs and enhance quality 
of life for their patients. By enabling less invasive 
procedures, innovative diagnostic and therapeutic 
endoscopy, Olympus is transforming the future of 
healthcare.

For more information, visit Olympus at 
www.medical.olympusamerica.com

the Medical Systems Group at Olympus Corporation of 
the Americas. “The TGF-UC180J has the potential to 
pave the way for new EUS-guided treatments and assist 
healthcare facilities in their efforts to meet the triple aim 
of Affordable Care through advanced diagnostic and 
therapeutic capabilities, clinical and cost efficiencies, 
and less invasive interventions for treatment of diseases 
and cancers in the GI tract.” 

Olympus is a pioneer of endoscopic ultrasound 
(EUS), which combines ultrasound technology with 
endoscopy to better visualize the tissues of the digestive 
tract and adjacent anatomical structures inside the 
human body. Conventional ultrasound is performed 
by placing a transducer against the skin to produce 
images of internal organs.  With EUS, the transducer is 
endoscopically inserted into the body via the digestive 
tract, putting it closer to the region of interest to obtain 
higher resolution images. 

The demand for minimally invasive procedures 
continues to grow with the introduction of more 
advanced technologies. Over 250,000 EUS outpatient 
procedures were performed in the United States in 
2011 (Truven Health[i]) with a 6% compound annual 
growth rate for the next 5 years (The Advisory Board 
Company).

The advanced design of the TGF-UC180J scope can 
help healthcare providers address the key requirements 
of healthcare reform, including:

• Increased Quality of Care – EUS drives 
optimal patient outcomes through easy 
identification and more accurate staging of 
diseases and cancers in the GI tract.

• Decreased Costs – Interventional procedures 
can be performed in the GI suite which saves 
OR time. In addition, the forward-viewing 
scope does not require a balloon, reducing 
accessory expenditures.

• Enhanced Patient Satisfaction – EUS offers 
patients a less invasive treatment compared 
to surgical interventions, and procedure times 
may be shorter.

The TGF-UC180J ultrasound gastrovideoscope 
was showcased on October 13-15, 2013, at the ACG 
2013 Annual Scientific Meeting, which was held in San 
Diego, CA. Physicians were invited to visit our booth to 
further explore the benefits of the new forward-viewing 

(continued from page 70)
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meetings calendar

3rd Annual Gastroenterology and Hepatology Symposium
February 13 -15, 2014
Marriott Harbor Beach, Fort Lauderdale, FL  – As part of the 
Digestive Disease Institute’s International Interdisciplinary 
Education Week, this course will focus on practical and 
evidence based aspects of managing the difficult GI disorders 
in gastroenterology and hepatology practice. This 3-day 
course will provide guidance to the attendees on diagnostics 
and management of challenging cases in clinical practice and 
latest advances in the field, including esophageal diseases, 
liver disease, inflammatory bowel disease, small bowel and 
pancreatic diseases and endoscopy. Each session will include 
didactic presentations followed by a panel discussion about 
the optimal approach to the diagnosis and management of 
the presented topics.

For  more information, visit: 
http://www.clevelandclinicfloridacme.org

May 3 - 6, 2014 Digestive Disease Week
Exhibit Dates: May 4–6
McCormick Place, Chicago, IL – Join the world’s largest 
gathering of physicians and researchers in the fields of 
gastroenterology, hepatology, endoscopy and gastrointestinal 
surgery. Discover for yourself why DDW® is the gold-
standard event in the field. Explore the top-quality educational 
sessions, abundant networking opportunities and cutting-
edge research the meeting offers.
Explore the DDW 2013 program with MyDDW. DDW 2014 
program details will be available in April 2014. Members-
only registration and housing opens Jan. 8.

For  more information, visit: http://www.ddw.org

May 17 - 21, 2014 ASCRS Annual Scientific Meeting 
Westin Diplomat Resort & Convention Center, Hollywood, 
FL – The American Society of Colon & Rectal Surgeons is 
the premier society for colon and rectal surgeons and other 
surgeons dedicated to advancing the science and treatment 
of diseases and disorders affecting the colon, rectum and 
anus. More than 1,000 of the Society’s 3,000 physician 
members are certified by the American Board of Colon and 
Rectal Surgery. The ASCRS Annual Scientific Meeting is 
the leading event in the field of colon and rectal surgery and 
more than 1,800 colorectal specialists are expected to attend. 
The meeting will include oral and poster presentations, expert 
panels, symposia, meet the professor breakfasts and many 
other sessions encouraging audience participation.

For  more information, visit:
www.fascrs.org/annual_meeting
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by Myles Mellor

1.  It was approved for use in 
adults with Crohn’s or Colitis 
in 2013

6.  Government biomedical 
research agency, abbr.

8.  Drug used aid in the diagnosis 
of pancreatic dysfunction and 
gastrinoma

9.  Relating to an abnormal sac
10. Origin
11.  Drug used to treat Crohn’s 

disease
13.  Prefix meaning with a needle
15. Rest
17.  It forms a medullary sheath 

around some nerve fibers
18.  Drug used in the treatment of 

GISTs
21. Fissure

1.  Contrast agent for magnetic 
resonance imaging for the 
gastrointestinal tract

2.   Sugar that occurs only 
in milk

3. Satisfy
4.  Disease that weakens the 

skin and the muscles
5.  Enzyme found in saliva and 

pancreatic fluid that converts 
starch into simple sugars

6.  Salt of nitric acid
7.  Noise that could be a 

symptom of indigestion
12.  It was used to treat irritable 

bowel syndrome in women 
whose primary bowel 
symptom is constipation

14.  Pre-med course, abbr.
16.  Type of drip
19.  Attachment of a portion of 

the colon to the abdominal 
wall

20.  Provide a constant flow, for 
cleansing, etc.

22.  Collective term for foods 
that can exacerbate the 
symptoms of IBS and IBD

24.  Gastric acid suppression can 
lead to malabsorption of this 
vitamin

25.  Ultramicroscopic infectious 
agents

26.  Slang for an injection
28. Draw liquid from
33.  Measurement of mass units, 

abbr.
34.  Coll., e.g.
35.  Keep from being perfect
36.  Human blood classification
37.  Molybdenum symbol

23.  Drug recently approved by 
the FDA as a treatment for 
chronic hepatitis C virus

27.  Crystalline acid that acts as 
a strong chelating agent

29.  Unit of electrical resistance
30.  Recommended nutrient 

intake, for short
31. Monoclonal antibody, abbr.
32.  College internet address 

ending
34. Washroom cleanser
35.  Abnormal change in the 

nature of a tissue
37. Greatest degree
38.  A patient’s ___ can be fully 

stored using EHR
39.  Direct
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