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Fluorescent Imaging: Treatment of 
Hepatobiliary and Pancreatic Disease
Editors:  N. Kokudo, T. Ishizawa, C. Sakamoto
Karger Publishing
ISBN-10: 3318022926
Price: $198.55

The success of tumor removal during surgery is 
affected by the surgeon’s ability to differentiate tumor 
from normal tissue using subjective criteria that are 
not easily quantifiable. A way to objectively evaluate 
tumor margins during surgery in patients would be of 
great value. Written in an engaging, easy-to-read style, 
Fluorescent Imaging: Treatment of Hepatobiliary and 
Pancreatic Disease concisely covers topics related to 
indocyanine green ( ICG ) fluorescence intra-operative 
imaging and other unique chemicals in relation to 
improved surgical outcomes. The authors review the 
utility of ICG in a variety of clinical scenarios which 
include hepatocellular carcinoma, metastatic liver 
disease, and hepatopancreatobiliary cancers. This 
real-time intra-operative fluorescence guidance is a 
promising and innovative technology for improving 
surgical outcomes in patients with primary or metastatic 
hepatobiliary cancer. Although limited in number, the 
books images are outstanding and complement the 
concise nature of the text. We would recommend this 
book to all hepatobiliary surgeons and clinicians alike 
who care for patients with hepatobiliary and pancreatic 
disease to develop a better understanding of the potential 
benefits of intra-operative fluorescence imaging and 
newer chemicals.

Sidney Walker MD
 Department of Radiology

Srinath Chinnakotla MD
Clinical Director, Pediatric Transplantation

 University of Minnesota Medical Center
University of Minnesota

Minneapolis, MN 

Making Sense of IBS: A Physician Answers Your 
Questions about Irritable Bowel Syndrome
Author: Brian E. Lacy, MD, PhD. 
Publisher:  Johns Hopkins University Press, 

Baltimore 2013; Second Edition. 
ISBN-13: 978-1-4214-1115-6. 
Price: $21.95 

Making Sense of IBS is a resource for anyone who 
wants to know more about this common gastrointestinal 
disorder. Based on his experience as a clinician treating 
IBS paired with the latest findings from the scientific 
literature, Dr. Lacy explains clearly causes, diagnoses 
and treatment of IBS.

The book is not flashy. There are no colors, almost 
no pictures, and some of the chapter titles may appear 
rather dull (e.g., How common is IBS?). The stark layout 
of the book and several hundred pages of text may 
come across as difficult and tedious to read. However, 
the reader will soon notice that the information is 
highly interesting and well explained to non-medical 
audiences. Dr. Lacy is able to present complex science 
in easy-to-read text without dumbing it down. 

The book combines many facts about IBS with 
excellent examples of cases and very practical 
recommendations. It addresses how to find a physician, 
how to talk to a physician, how much evidence is 
available for a treatment, how to get trustworthy 
information from the internet and much more. Although 
there is a chapter on children and IBS, parents are 
better helped with finding a book specifically for 
this age group. Readers will especially like the very 
practical information about making a diagnosis, how to 
interpret tests, and various medical, psychological and 
alternative treatments that are available for treatment 
of IBS. Included are the latest treatment options such 
as probiotics and diet interventions. The book explains 
benefits as well as pitfalls in IBS care, which provides 
an excellent background for patients to navigate their 
disease and to discuss treatment options with their 
physician. 

This book is a well-rounded resource for anyone 
who wants to know more about IBS.

Miranda van Tilburg PhD
Associate Professor of Medicine

Division of Gastroenterology and Hepatology
Center for Functional GI and Motility Disorders

University of North Carolina
Chapel Hill, NC 

John Pohl, M.D., Book Editor, is on the 
Editorial Board of Practical Gastroenterology

practicalgastro.com
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(AAA) were measured blinded to clinical data. All 
patients were optimized with ADA 40 mg weekly 
four months later in the absence of clinical remission 
(Crohn’s Activity Index less than 150 for Crohn’s 
disease - CD), and Mayo score less than 2 for ulcerative 
colitis.  Patients were treated with IFX therapy.  

Patients were divided into three groups based on 
ADA trough levels and based on previous studies:  
Group A (ADA greater than 4.9 ug/mL), Group B 
(ADA less than 4.9 ug/mL and undetectable levels of 
AAA), and Group C (ADA less than 4.9 ug/mL and 
AAA greater than 10 ug/mL).

A total of 82 patients were included (55% CD).  
Mean age was 43 years.  Disease duration was 7.4 years 
and ADA therapy was 17 months.

After optimization of ADA treatment, 29.2% 
of patients achieved CR in Group A, 67% in Group 
B and 12% in Group C. CRP at the time of relapse, 
disease duration, duration of ADA therapy and IBD 
type were not predictive of CR after ADA optimization 
by univariate analysis. 

The response to ADA optimization was significantly 
more durable in Group B than in Groups A and C. A total 
of 52 patients who failed following ADA optimization 
were treated with IFX and 30.6% of them achieved CR.  
CR rates following IFX initiation were 6.9%, 25%, and 
80% in Groups A, B, and C, respectively. Duration of 
response to IFX was significantly higher in Group C 
than Group A and B.

It was concluded that the presence of low ADA 
trough levels without AAA in patients with a disease 
flare is strongly predictive of clinical response in 67% 
of cases after ADA optimization. Conversely, low ADA 
levels with detectable AAA in patients with flares are 
associated with ADA failure and switching to IFX 
should be considered. ADA trough levels greater than 
4.9 ug/mL are associated in patients with flares with 
failure of two anti-TNF agents (ADA and IFX), in 90% 
of cases and switching to another drug class should be 
considered. 

Robin, X., Renaudo, M., Tedesco, E., et al.  “Development 
of an Algorithm Incorporating Pharmacokinetics 
of Adalimumab in Inflammatory Bowel Diseases.”  
American Journal of Gastroenterology 2014; Vol. 109, 
pp. 1250-1256.

HCC in HBV Cirrhotic Patients on Entecavir
To evaluate the risk of development of hepatocellular 
carcinoma (HCC), according to the underlying liver 
status and virological response (VR) to Entecavir 
(ETV), in chronic hepatitis B patients with cirrhosis, 
a total of 306 patients with clinically diagnosed liver 
cirrhosis treated with ETV for 12 months or more were 
subsequently followed up for recurrence of HCC with 
a median followup duration of 37 months. 

Patients who developed HCC within 12 months 
were excluded.  VR was defined as an HBV DNA level 
less than 20 IU/mL at 12 months after ETV treatment.

Procollagen IIIN-terminal peptide (PIIINP) 
concentration during ETV treatment and its association 
with HCC development were also evaluated. 

A total of 209 patients (68.3%) had compensated 
cirrhosis and the remaining patients (31.7%), had 
decompensated cirrhosis. A five-year cumulative 
incidence of HCC was 26.8%. A multivariate Cox 
regression analysis identified the following independent 
risk factors for developing HCC in all of the patients: 
Age greater than 50 years (HR = 8.41), male sex (HR 
= 4.24), high serum PIIINP level at 12 months (HR = 
1.07), and no VR at 12 months (HR = 2.10).  

A subgroup analysis showed that no VR at 12 
months is a significant risk factor for developing HCC 
in patients with decompensated cirrhosis (HR = 7.74), 
but not in those with compensated cirrhosis. 

It was concluded that the antiviral treatment with 
ETV did not completely eliminate the risk of developing 
HCC in patients with cirrhosis; however, VR to ETV 
was associated with a low probability that the patients 
with decompensated cirrhosis would develop HCC.  

Kim, S., Huang, J., Lim, S., et al.  “Effect of Virological 
Response to Entecavir on the Development of 
Hepatocellular Carcinoma in Hepatitis B Viral Cirrhotic 
Patients:  Comparison Between Compensated and 
Decompensated Cirrhosis.”  American Journal of 
Gastroenterology, 2014; Vol. 109, pp. 1223-1233.

Evaluation of Pharmacokinetics
of Adalimumab in IBD
A prospective study included all consecutive patients 
with IBD, having a disease flare while being on 
Adalimumab (ADA) 40 mg every 2 weeks was carried 
out and all were primary responders to ADA therapy 
and were antitumor necrosis factor (TNF) naïve.

ADA trough levels and antibodies against ADA 
Murray H. Cohen, D.O., “From the Literature” Editor, is 
on the Editorial Board of Practical Gastroenterology.
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hepatoportoenterostomy for BA treatment. This study 
also emphasizes the importance of multi-center clinical 
trials to determine disease progression and treatment 
efficacy for important, but relatively rare pediatric 
diseases, such as BA.

(Bezerra J, Spino C, Magee J, Shneider B, Rosenthal 
P, Wang K, Erlichman J, Haber B, Hertel P, Karpen S, 
Kerkar N, Loomes K, Molleston J, Murray K, Romero 
R, Schwarz K, Shepherd R, Suchy F, Turmelle Y, 
Whitington P, Moore J, Sherker A, Robuck P, Sokol 
R for the Childhood Liver Disease Research and 
Education Network (ChiLDREN). “Use of corticoste-
roids after hepatoportoenterostomy for bile drainage 
in infants with biliary atresia: the START random-
ized clinical trial.”  Journal of the American Medical 
Association. 2014; 311: 1750-1759).

Celiac Disease Prevalence in 
Children with Irritable Bowel Syndrome
Irritable bowel syndrome (IBS) and recurrent abdominal 
pain (RAP) are relatively common among children, 
and it is important to determine if such children, in 
actuality, have a serious gastrointestinal (GI) disorder, 
such as celiac disease. This prospective, observational, 
cohort study was done to determine the prevalence of 
celiac disease from a large pediatric referral population 
in Italy. All children followed during the study were 
referred to a university hospital with symptoms of RAP, 
and study subjects underwent testing for celiac disease, 
including antitissue transglutaminase IgA antibody titer, 
endomysial IgA antibody titer, and total serum IgA. 
Children with positive celiac antibody titers underwent 
esophagogastroduodenoscopy with duodenal biopsy 
to confirm the diagnosis of celiac disease. Patient 
height and weight, nutritional laboratory testing, and 
biochemical markers were compared between those 
children with and without celiac disease.  

In total, 992 patients were evaluated (median age 
6.8 years), and 284 children underwent further testing 
for either GI alarm symptoms or abnormal biochemical 
testing. It was determined that 126 children (12.7%) had 
organic GI disease, most commonly gastroesophageal 
reflux disease, while 782 patients (78.8%) were 
diagnosed with IBS, functional dyspepsia, or functional 
abdominal pain according to Rome III criteria. When 
those patients with functional symptoms were evaluated, 
15 patients (1.9%) had antibody testing that was positive 
for celiac disease and all of these children had duodenal 

Is There a Role for Steroids in 
Treatment of Biliary Atresia?
Biliary atresia (BA) is an inflammatory and fibro-
obliterative disease of unknown cause of the biliary 
tree which is a leading cause of liver transplantation in 
children. A bridging procedure prior to transplantation 
is the hepatoportoenterostomy (also known as 
the Kasai procedure) in which biliary drainage is 
enhanced through a Roux-en-Y anastomosis directly 
attached to the porta hepatis. Although it theoretically 
feasible that steroids would decrease post-procedure 
inflammation after a Kasai procedure, it is unknown 
if steroids are truly effective in promoting bile flow 
through the hepatoportoenterostomy. A consortium of 
pediatric liver centers performed the Steroids in Biliary 
Atresia Randomized Trial (START) to prospectively 
determine the effectiveness of steroid therapy when 
given after hepatoportoenterostomy. The multicenter 
study occurred in the setting of a double-blind, placebo 
controlled trial, and all infants with BA who had 
undergone hepatoportoenterostomy were randomized 
to receive a 13-week weaning course of either placebo 
or intravenous steroids followed by oral steroids. 
Successful bile drainage at 6 months (defined as 
serum total bilirubin level of less than 1.5 mg/dL) after 
hepatoportoenterostomy was considered the primary 
end point while secondary end points consisted of 
successful bile drainage duration, survival of native 
liver by 24 months of age, and the percentage of patients 
with ascites at 12 and 24 months of age.

In total, 141 patients were randomized into the two 
study arms, and all patients were started on steroids or 
placebo within 72 hours of hepatoportoenterostomy. 
The mean age of hepatoportoenterostomy in both groups 
was 2.3 months. There was no significant difference 
between the two groups to reach a serum total bilirubin 
level of less than 1.5 mg/dL (58.6% of steroid-receiving 
patients and 48.6% of placebo patients, P = 0.43). There 
was also no statistically significant difference between 
treatment groups regarding age survival without liver 
transplantation, length of time that serum total bilirubin 
was maintained at less than 1.5mg/dL, and prevalence 
of ascites. There was no significant difference in the 
rate of adverse effects between the two treatment 
groups, although those infants treated with steroids 
were statistically more likely to have an earlier onset 
of an adverse clinical event.

This study indicates that corticosteroid use 
likely is not beneficial in promoting bile flow after 
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biopsies confirming the diagnosis of celiac disease. 
Most of the children with celiac disease (12 patients) 
had an initial diagnosis of IBS indicating that 4.4% of 
children with IBS had celiac disease.

The prevalence of celiac disease in this pediatric 
referral population was significantly higher than in 
the general Italian pediatric population as well as in 
European pediatric populations with a high prevalence 
of celiac disease, such as what has been studied in 
Finland. Interestingly, children with celiac disease had 
no significant difference compared to control patients 
in regards to height, weight, nutritional laboratory 
markers, and biochemical markers. This study suggests 
that children with IBS symptoms should be screened 
for celiac disease to prevent long-term consequences of 

John Pohl, M.D., Book Editor, is on the 
Editorial Board of Practical Gastroenterology

including malnutrition, growth delay, and osteoporosis. 
It remains unknown if the pediatric prevalence of celiac 
disease is high in other geographic locations, such as 
in the United States.

(Cristofori F, Fontana C, Magista A, Capriati T, Indrio F, 
Castellaneta S, Cavallo L, Francavalla R. “Increased 
prevalence of celiac disease among pediatric patients 
with irritable bowel syndrome: a 6-year prospective 
cohort study.”  JAMA Pediatrics. 2014; 168: 555-560).

Visit Us at Booth #705 at ACG
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another option for people who have resisted getting a 
colonoscopy could result in many lives being saved and 
screening compliance rates to increase.”

Cologuard is designed to detect biomarkers from 
DNA in cancer that is shed from the colon as part of 
the digestive process and blood released in the stool. 
After the physician orders Cologuard, the kit is mailed 
directly to the patient’s home. The patient then collects 
a stool sample in the Cologuard Collection Kit and 
sends the kit back to the Exact Sciences lab for testing 
through a pre–paid mailer.

At the lab, the stool sample is analyzed in an 
automated system to yield a single test result—positive 
or negative for the presence of precancerous polyps 
or cancer. Results from the Cologuard test are turned 
around in as little as two weeks, and patients learn 
their results directly from their prescribing physician. 
Unlike many other screening options, Cologuard does 
not require medication or dietary restrictions, or bowel 
preparation prior to taking the test.

“The robustly conducted research as part of this 
FDA approval process has proven that this noninvasive 
test is highly sensitive in detecting both early stage 
colorectal cancer and the most advanced precancerous 
polyps most likely to develop into cancer,” said David 
Ahlquist, M.D., a Mayo Clinic gastroenterologist and 
co-inventor of the test. “The test is designed for high 
accuracy, ease of patient use, and wide accessibility. We 
hope that it will make a difference and save many lives.”

“The FDA approval of Cologuard represents a 
major achievement in Exact Sciences’ mission to make a 
noninvasive, patient-friendly screening test for colorectal 

FDA APPROVES EXACT SCIENCES’ COLOGUARD®; 
THE FIRST AND ONLY FDA APPROVED STOOL DNA 
NONINVASIVE COLORECTAL CANCER SCREENING TEST
First time in history a technology receives FDA approval 
and proposed national coverage by CMS on the same day
Screening test detects 92% of colorectal cancer
MADISON, WI – Exact Sciences Corp. (NASDAQ: 
EXAS) announced that the U.S. Food and Drug 
Administration (FDA) has approved Cologuard, the 
company’s noninvasive, stool DNA colorectal cancer 
screening test. Cologuard is the first noninvasive 
screening test for colorectal cancer that analyzes both 
stool DNA and blood biomarkers and has been proven 
to find 92 percent of cancers and 69 percent of the most 
advanced precancerous polyps in average risk patients. 
Cologuard, which is available through healthcare 
providers, offers people 50 and older at average risk 
for colorectal cancer an easy–to–use screening test they 
can do in the privacy of their own home.

Upon approval, Exact Sciences also received a 
proposed coverage memorandum from the Centers for 
Medicare and Medicaid Services (CMS). Cologuard is 
the first product to take part in the joint FDA and CMS 
parallel review pilot program in which both agencies 
simultaneously review medical devices to help reduce 
the time between FDA approval and Medicare coverage. 
A final National Coverage Determination is expected 
to be posted in October/November of this year after a 
public comment period.

Colorectal cancer is considered the most 
preventable, yet least prevented cancer due to the lack 
of patient compliance with screening. An estimated 23 
million Americans between 50 and 75 are not getting 
screened as recommended and as a result, colorectal 
cancer remains the second–leading cancer killer in the 
U.S. For those whose cancer is detected at an earlier 
stage, the five–year survival rate can be greater than 
90 percent.

“Colorectal cancer is highly preventable and 
following the recommended screening guidelines can 
lead to life–saving early detection,” said Eric Hargis, 
CEO, Colon Cancer Alliance. “In more than 60 percent 
of all cases, colorectal cancer is not detected until its 
late stages, making treatment more challenging. New, 
patient–friendly screening options are desperately 
needed to prevent colorectal cancer or help identify 
it early, when it is most treatable. Given that more 
than half of colorectal cancer–related deaths could be 
avoided with regular screenings, having Cologuard as 

Cologuard analyzes both DNA alterations and blood in the stool to 
detect the presence of colon cancer and precancers. With Cologuard, 
patients can provide a sample in the privacy of their own home.
Courtesy of Exact Sciences
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cancer available,” said Kevin Conroy, President, CEO 
and Chairman of Exact Sciences. “Cologuard addresses 
a critical need for a more convenient screening option 
for patients to aid in prevention and early detection. 
Exact Sciences is committed to making Cologuard 
available and accessible to patients and looks forward 
to advancing cancer detection in other gastrointestinal 
cancers. On behalf of the Exact Sciences team, I would 
like to thank the FDA and CMS for allowing us to go 
through the parallel review process.”

Results from the company’s DeeP–C Study, 
prospective, 90–site, 10,000–patient pivotal study — 
one of the most extensive colorectal cancer screening 
studies ever conducted in the U.S. — were published in 
April 2014 in the New England Journal of Medicine’s, 
“Multi-target Stool DNA Testing for Colorectal Cancer 
Screening”.

Cologuard is available to patients through their 
healthcare providers in the U.S. for $599. Exact 
Sciences has plans to make Cologuard available in 
select countries in Europe pending CE Mark.

For more information, visit:
www.CologuardTest. com

or call 1-844-870-8870
More information on colon cancer and the 

importance of screening and early detection at:
www.beseengetscreened.com

Visit www.exactsciences.com to to sign up for 
the company’s eNewsletter.

Dr. David Ahlquist, professor of medicine at Mayo 
Clinic, is the inventor of the technology that has been 
licensed to Exact Sciences from Mayo Clinic. Under 
that licensing agreement, Mayo Clinic and Dr. Ahlquist 
share in equity and royalties. Revenue Mayo Clinic 
receives is used to support Mayo’s not–for–profit 
mission in patient care, education and research.
About Exact Sciences Corp.
Exact Sciences Corp. (NASDAQ: EXAS) is a molecular 
diagnostics company focused on the early detection 
and prevention of colorectal cancer. The company 
has exclusive intellectual property protecting its 
noninvasive, molecular screening technology for the 
detection of colorectal cancer. Stool DNA technology 
is included in the colorectal cancer screening guidelines 
of the American Cancer Society and the U.S. Multi–
Society Task Force on Colorectal Cancer.

For more information, please visit the company’s 
website at:

www.exactsciences.com

AMERICAN REGENT HIGHLIGHTS CHALLENGES AND 
TREATMENT OPTIONS FOR  GASTROINTESTINAL-
RELATED IRON DEFICIENCY ANEMIA AT DIGESTIVE 
DISEASE WEEK 2014
Iron deficiency anemia common but underdiagnosed and 
undertreated in patients with gastrointestinal conditions; 
high-dose intravenous iron an effective treatment option

CHICAGO, IL – American Regent, Inc., a subsidiary 
of Luitpold Pharmaceuticals, Inc. (a Daiichi Sankyo 
Group Company), announced the presentation of new 
data at Digestive Disease Week 2014 in Chicago, IL, 
showing the efficacy and safety of high-dose injectable 
iron (Injectafer® [ferric carboxymaltose injection]) in 
patients with gastrointestinal-related iron deficiency 
anemia, as well as outlining the economic and medical 
resource use burden of iron deficiency anemia among 
inflammatory bowel disease and bariatric surgery 
patients in the United States. The three posters and 
key findings presented at the conference last week were: 
Ferric Carboxymaltose: Efficacy and Safety in Patients 
with Gastrointestinal-Related Iron Deficiency Anemia: 
A Pooled Analysis
Injectafer® (ferric carboxymaltose injection) is effective 
in patients with gastrointestinal-related iron deficiency 
anemia and has an improved safety profile compared to 
other IV irons, such as Venofer® (iron sucrose injection, 
USP).
Economic and Medical Resource Use Burden of Iron 
Deficiency Anemia in an Inflammatory Bowel Disease 
(IBD) Population in the United States
IBD patients who develop iron deficiency anemia may 
have higher medical resource use and direct medical 
costs compared to those who do not develop this 
condition. Although most IBD patients who develop 
iron deficiency anemia are tested for their iron, most 
are not treated with oral or intravenous iron, and do 
not receive blood transfusions within the first year of 
developing iron deficiency anemia.
Economic and Medical Resource Use Burden of Iron 
Deficiency Anemia in a Bariatric Surgery Population in 
the United States
Bariatric surgery patients who develop iron deficiency 
anemia may have higher complication rates, medical 
resource use, and direct medical costs compared to 
those who don’t develop iron deficiency anemia. 
Although most bariatric surgery patients who develop 
iron deficiency anemia are tested for their iron, most 
are not treated with oral or intravenous iron and do not 
receive blood transfusions in the first two years after 
surgery.

(continued on page 94)
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“The treatment of iron deficiency anemia is an 
important, unmet medical need. Gastrointestinal 
conditions that are associated with iron deficiency 
anemia include chronic inflammatory bowel diseases 
such as Crohn’s disease and ulcerative colitis. In 
addition, iron deficiency anemia can be associated with 
certain surgical procedures, such as bariatric surgery,” 
said blood disease expert Dr. Lawrence Goodnough, 
Director of Transfusion and Professor of Pathology 
and of Medicine at Stanford University Medical Center. 
“These patients need help to meet their minimum daily 
iron needs.”

All three studies presented at the conference were 
sponsored by Luitpold Pharmaceuticals.

Full abstracts can currently be found on the 
Digestive Disease Week website at 

http://www.ddw.org/program/abstracts 
“We are pleased to help support this research and raise 
awareness of the impact that iron deficiency anemia 
can have on gastrointestinal patients,” commented 
Jacalyn Beltrani, MBA, Vice President of Commercial 
Operations of American Regent.
About Iron Deficiency Anemia 
There are over 7.5 million people in the US with iron 
deficiency anemia (IDA), a condition that occurs when 
body iron stores are inadequate for normal red blood cell 
production. Fatigue, difficulty concentrating, shortness 
of breath, and dizziness are common symptoms, 
significantly impacting patients’ quality of life. IDA 
is a common complication of many diseases and 
conditions, including cancer, chronic kidney disease, 
gastrointestinal conditions, obstetric and gynecological 
conditions and congestive heart failure. It affects up to 
one-third of inflammatory bowel disease patients and 
nearly one-quarter of patients who have undergone 
gastric bypass surgery. IDA is prevalent in women, 
affecting over 3 million US women of childbearing 
age due to conditions such as heavy uterine bleeding, 
postpartum anemia, and pregnancy. Blood disease 
expert Lawrence Goodnough, MD, from Stanford 
University Medical Center and Lynell D’Sylva, RN, 
BSN, from American Regent recently discussed the 
importance of maintaining sufficient iron levels on 
Lifetime’s special, The Balancing Act.
About Injectafer® 
Injectafer® (ferric carboxymaltose injection) is the first 
non-dextran intravenous (IV) iron approved for the 
treatment of adult patients with iron deficiency anemia 
of various etiologies who are intolerant to or who have 

had an unsatisfactory response to oral iron, in addition 
to use in adult non-dialysis dependent chronic kidney 
disease (CKD) patients. A single dose of up to 750 
mg of Injectafer® can be administered undiluted as an 
IV push injection at a rate of 100 mg/minute or as an 
IV infusion in up to 250 mL 0.9 % sodium chloride 
injection, USP, over at least 15 minutes. Injectafer® is 
reimbursable using Q code 9970 for product-specific 
reimbursement, C code C9441 (Medicare-only hospital 
outpatient settings), and J code J3490 (delivery in 
physician offices and non-Medicare outpatient settings).

The full prescribing information for Injectafer® 
is available at: http://www.injectafer.com/files/

Prescribing_Information.pdf 
The safety and efficacy of Injectafer® for treatment of 
iron deficiency anemia was evaluated in two clinical 
trials (Trial 1 and Trial 2) in which Injectafer® was 
administered at a dose of 15 mg/kg body weight up 
to a maximum single dose of 750 mg of iron on two 
occasions separated by at least 7 days up to a maximum 
cumulative dose of 1500 mg of iron. The inclusion 
/ exclusion criteria for both studies allowed patients 
with various comorbidities, characteristic of this broad 
patient population. Additionally, patients with a history 
of drug allergies were included in the trials, providing 
robust safety data in this difficult-to-treat subset of 
patients. 

Trial 1 compared two 750-mg doses of Injectafer® 
to either oral or IV iron (standard of care therapy) 
in patients with iron deficiency anemia of various 
etiologies and included approximately 1000 patients, 
half of whom received Injectafer®. In this trial, 
Injectafer® raised hemoglobin more than oral iron or 
IV standard of care therapy, with a mean change in 
hemoglobin of 1.57 g/dL vs. 0.80 g/dL when compared 

(continued from page 92)

(continued on page 96)



96 PRACTICAL GASTROENTEROLOGY • SEPTEMBER 2014

MEDICAL BULLETIN BOARD

to oral iron and 2.90 g/dL vs. 2.16 g/dL when compared 
with IV standard of care therapy. These increases 
were statistically significant (p=0.001). In addition, a 
significantly higher proportion of patients who received 
Injectafer® achieved a hemoglobin of >12 g/dL during 
the course of treatment compared to both oral iron 
(57.0% vs. 29.1%, respectively) and IV standard of care 
(50.6% vs. 24.5%, respectively) (p=0.001 for both). 
Further, cardiovascular safety was evaluated based on 
an adjudicated composite safety endpoint comprised of 
death, myocardial infarction, stroke, unstable angina, 
congestive heart failure, arrhythmias, hypertension and 
hypotension. Rates of the composite safety endpoint 
were 3.95% for Injectafer® vs. 4.90% when compared 
to IV standard of care and 2.85% for Injectafer® vs. 
1.58% when compared to oral iron. 

Trial 2, the largest head-to-head study of IV iron 
in high-risk patients with iron deficiency anemia and 
CKD, compared Injectafer® to Venofer® (iron sucrose 
injection, USP; American Regent, Inc., Shirley, NY) 
and included 2561 patients, approximately half of 
whom received Injectafer®. In these high-risk patients, 
two 750-mg doses of Injectafer® increased hemoglobin 
more than five 200-mg doses of Venofer®, with a change 
in hemoglobin of 1.13 g/dL for Injectafer® vs. 0.92 for 
Venofer®. These increases were statistically significant 
(treatment difference [95% CI] = 0.21 [0.13 to 0.28]). 
Rates of the adjudicated composite safety endpoint 
comprised of death, myocardial infarction, stroke, 
unstable angina, congestive heart failure, arrhythmias, 
hypertension and hypotension were statistically similar 
at 13.71% for Injectafer® vs. 12.14% for Venofer® 
(treatment difference [95% CI] = 1.57% [- 1.10% to 
4.25%]). Rates of a composite of death, myocardial 
infarction and stroke were 1.88% for Injectafer® vs. 
2.72% for Venofer®. 

Injectafer® is manufactured and marketed under the 
name of Ferinject® (ferric carboxymaltose injection) by 
Vifor Pharma (Switzerland) outside of North America.  

Important Safety Information 
Indications/Contraindications
Injectafer® (ferric carboxymaltose injection) is an iron 
replacement product indicated for the treatment of iron 
deficiency anemia in adult patients who have intolerance 
to oral iron or have had unsatisfactory response to oral 
iron, and in adult patients with non-dialysis dependent 
chronic kidney disease. Injectafer® is contraindicated 
in patients with hypersensitivity to Injectafer® or any 
of its inactive components.

Warnings and Precautions
Serious hypersensitivity reactions, including 
anaphylactic-type reactions, some of which have 
been life-threatening and fatal, have been reported in 
patients receiving Injectafer®. Patients may present 
with shock, clinically significant hypotension, loss of 
consciousness, and/or collapse. Monitor patients for 
signs and symptoms of hypersensitivity during and 
after Injectafer® administration for at least 30 minutes 
and until clinically stable following completion of 
the infusion. Only administer Injectafer® when 
personnel and therapies are immediately available for 
the treatment of serious hypersensitivity reactions. 
In clinical trials, serious, anaphylactic/anaphylactoid 
reactions were reported in 0.1% (2/1775) of subjects 
receiving Injectafer®. Other serious or severe adverse 
reactions potentially associated with hypersensitivity 
which included, but were not limited to, pruritus, rash, 
urticaria, wheezing, or hypotension were reported in 
1.5% (26/1775) of these subjects. 

In clinical studies, hypertension was reported in 
3.8% (67/1775) of subjects. Transient elevations in 
systolic blood pressure, sometimes occurring with 
facial flushing, dizziness, or nausea were observed in 
6% (106/1775) of subjects. These elevations generally 
occurred immediately after dosing and resolved within 
30 minutes. Monitor patients for signs and symptoms of 
hypertension following each Injectafer® administration. 
In the 24 hours following administration of Injectafer®, 
laboratory assays may overestimate serum iron and 
transferrin bound iron by also measuring the iron in 
Injectafer®. 
Adverse Reactions
In two randomized clinical studies, a total of 1775 
patients were exposed to Injectafer®, 15/mg/kg of body 
weight, up to a single maximum dose of 750 mg of iron 
on two occasions, separated by at least 7 days, up to a 
cumulative dose of 1500 mg of iron. Adverse reactions 
reported by ≥ 2% of Injectafer®-treated patients were 
nausea (7.2%); hypertension (3.8%); flushing/hot 
flush (3.6%); blood phosphorus decrease (2.1%); and 
dizziness (2.0%). 

The following serious adverse reactions have been 
most commonly reported from the post-marketing 
spontaneous reports: urticaria, dyspnea, pruritus, 
tachycardia, erythema, pyrexia, chest discomfort, chills, 
angioedema, back pain, arthralgia and syncope.
See full prescribing information at www.injectafer.com
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ORASURE TECHNOLOGIES ANNOUNCES NEW CO-
PROMOTION AGREEMENT FOR ORAQUICK® HCV 
RAPID ANTIBODY TEST
BETHLEHEM, Pa – OraSure Technologies (NASDAQ: 
OSUR), a market leader in point of care diagnostics, 
announced that it has entered into a Master Program 
Services and Co-Promotion Agreement with AbbVie 
under which AbbVie and OraSure will co-promote the 
Company’s OraQuick® HCV Rapid Test in the United 
States. The product will be used to test individuals at-
risk for hepatitis C (HCV). OraSure will be responsible 
for manufacturing and selling the product directly into 
all markets.

Under the agreement, OraSure has granted exclusive 
promotion rights to AbbVie for the OraQuick® HCV 
test in certain markets and will provide certain additional 
services in support of HCV testing. In exchange for 
the exclusive rights granted to AbbVie, OraSure will 
receive up to $75 million in exclusivity payments 
over the term of the agreement, which runs through 
December 31, 2019. In addition, upon achievement of 
certain performance-based milestones, OraSure will be 
eligible to receive additional payments annually over 
the life of the agreement. Further information regarding 
the agreement will be available in the Company’s 8-K 
Report filed later today with the SEC.

According to the Centers for Disease Control and 
Prevention (CDC), HCV is the most common chronic 
blood-borne infection in the United States, with 
approximately 5 million people infected. It is estimated 
that one in 30 Baby Boomers (adults born between 
1945 and 1965) have chronic hepatitis C and up to 75% 
of the people infected with HCV are unaware of their 
infection. The CDC, the U.S. Preventative Services 
Task Force (USPSTF), and the American Association 
for the Study of Liver Diseases (AASLD) have all 
issued guidance that recommends HCV testing for at-
risk individuals including all Baby Boomers.

“We believe it is critical that at-risk individuals be 
tested for hepatitis C to prevent serious consequences 
from untreated infection,” said Douglas A. Michels, 
President and Chief Executive Officer of OraSure 
Technologies. “This new collaboration allows us to 
educate healthcare professionals and the patients they 
treat about hepatitis C and provide them with a very 
important rapid diagnostic tool.”

The OraQuick® HCV test is the first and only 
FDA-approved and CLIA-waived point of care test 
for detection of HCV infection in at-risk individuals. 
The simple platform enables healthcare providers to 

deliver a diagnosis based on lab-accurate test results 
in 20 minutes, using fingerstick or venipuncture blood.

Updated Financial Guidance As a result of the 
new co-promotion agreement announced today, the 
Company has updated its financial guidance to reflect 
the initial impact of this arrangement and is now 
projecting consolidated net revenues ranging from 
$26.0 to $26.5 million and a consolidated net loss of 
approximately $0.08 to $0.09 per share for the second 
quarter of 2014.
About OraSure Technologies
OraSure Technologies is a leader in the development, 
manufacture and distribution of point of care diagnostic 
and collection devices and other technologies designed 
to detect or diagnose critical medical conditions. Its 
innovative products include rapid tests for the detection 
of antibodies to HIV and HCV at the point of care and 
testing solutions tests for detecting various drugs of 
abuse. The Company sells the OraQuick® In-Home 
HIV Test, the first and only rapid HIV test approved 
by the U.S. Food and Drug Administration for sale to 
the consumer over-the-counter market in the U.S. In 
addition, the Company is a leading provider of oral 
fluid sample collection, stabilization and preparation 
products for molecular diagnostic applications. 
OraSure’s portfolio of products is sold globally 
to various clinical laboratories, hospitals, clinics, 
community-based organizations and other public health 
organizations, research and academic institutions, 
distributors, government agencies, physicians’ offices, 
and commercial and industrial entities. The Company’s 
products enable healthcare providers to deliver critical 
information to patients, empowering them to make 
decisions to improve and protect their health.

For more information on OraSure Technologies, 
please visit: www.orasure.com
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MEETINGS CALENDAR

October 8 – 11, 2014
77th Annual University of Minnesota Colon and Rectal 
Surgery: Current Principles & Practice
The Depot Renaissance Minneapolis Hotel, Minneapolis, 
MN  –  Invited Lecturers:

•	 Andre D’Hoore, M.D. - Leuven, Netherlands
•	 George Chang, M.D. - Houston. TX
•	 Arden Morris, M.D. - Ann Arbor, MI
•	 Neil Mortensen, MA, M.D. - Oxford, UK

The University of Minnesota is accredited by the Accreditation 
Council for Continuing Medical Education (ACCME) to 
provide continuing medical education for physicians.
For more information, contact:

Mary Pat McGlynn at (952) 564-3062
info@colonrectalcourse.org

http://www.colonrectalcourse.org

October 17 – 22, 2014
ACG Annual Scientific Meeting and Postgraduate Course
Excellent. Practical. Comprehensive. Just a few of the 
adjectives used by past attendees to describe the ACG 
Annual	Scientific	Meeting	and	Postgraduate	Course.	Join	
colleagues at ACG 2014 for current clinical updates in 
gastroenterology and hepatology. The educational program, 
presented by internationally-known experts and rising stars 
in	the	field	of	gastroenterology,	addresses	current	clinical	
GI issues that arise in everyday practice PLUS what is on 
the horizon, and helps you prepare for it. As one attendee 
described the meeting, “I always leave with new knowledge 
and enthusiasm to bring back to my practice and colleagues.” 
To learn more about ACG, visit our corporate website at: 

www.gi.org.

December 4 – 6, 2014
Advances in Inflammatory Bowel Diseases, Crohn’s & Colitis 
Foundation’s Clinical & Research Conference
Hilton Orlando – Orlando, FL. Welcoming, accessible, 
and extremely comprehensive, the 2014 AIBD, Crohn’s & 
Colitis Foundation’s Clinical & Research Conference is an 
unparalleled educational experience. The 2014 “can’t miss” 
event for healthcare professionals and researchers who study 
and	manage	patients	with	inflammatory	bowel	diseases	will	
feature more content, special events, and attendees than ever 
before.

For registration inquiries:
http://advancesinibd.com

Tel.: +1 (800) 233-0957 
Email: registration@imedex.com



GUIDELINES FOR AUTHORS

Practical Gastroenterology publishes articles for the primary care physician, and your article 
should therefore have a nuts-and-bolts slant. We urge you to keep the nonspecialist in mind 
as you write your article. We cannot stress strongly enough the importance of focusing your 
article on information that will be useful and instructive to the primary care physician. In this 
regard, it would be helpful for you to emphasize prevention and cost (of tests, drugs, surgery, 
hospital stay, procedures, techniques, etc.) whenever and wherever possible.

We offer the following list to help you conform to our mechanical requirements:

1. Please submit one copy of the manuscript, which should be typed on 8½ × 11″ paper, 
with 1″ margins, and double-spaced throughout, including references, tables, and figure 
legends. Ideally, the length of the manuscript should be 2000–2500 words (10–13 pages). 
Manuscripts should be submitted via e-mail to: PracticalGastro@aol.com

2. Manuscripts must be submitted in Microsoft Word or Corel WordPerfect only. Files should 
not contain automatic footnoting (END CODE) and they should be submitted as final format 
documents (without indications of markup).

3. Tables should not be submitted as Excel spreadsheets or in Power Point. Each table should 
have a title and an accompanying legend. If the table has been previously published, you 
should identify the source and provide all information that would be included in a standard 
reference list (see below), along with indication that permission to republish has been 
obtained. It is your responsibility to obtain permission.

4. Figures and illustrations (photographs, drawings, charts) help explain the text, add to the 
visual appeal of the published article, and are very welcome. Each table should have a title, 
and each figure should have an accompanying legend. If figures and illustrations have been 
previously published, you should identify the source and provide all information that would 
be included in a standard reference list (see below), along with indication that permission to 
republish has been obtained. It is your responsibility to obtain permission. All figures and 
illustrations must be supplied in JPEG format and must be identified as Figure 1, Figure 
2, etc. When e-mailing figures and illustrations, do not embed them into a text document. 
Each JPEG should be sent as a separate document attached to the e-mail.

5. The title page should include the names, addresses, phone numbers, complete titles and 
affiliations of all authors.

6. A color head-shot photograph of each author should accompany the manuscript. These will 
be published with your article. These must be submitted as JPEG files.

7. An abstract of 125–150 words should also accompany your paper. This will be published 
at the beginning of your article. Please do not exceed the 150-word limit.

8. References should be used sparingly and cited in the body of the paper using consecutive 
superscript (raised) numbers. The references section should be numbered consecutively in 
the order in which the references are cited in the text. References should follow AMA style, 
and journal names should be abbreviated according to Index Medicus practice. Inclusive 
page ranges should be indicated. The following references illustrate AMA style:

9. Articles will be copyrighted upon publication by Practical Gastroenterology Publishing, 
Inc. The manuscript must not have been published previously. Each article we publish is 
subject to review by members of our Editorial Board. Articles are also subject to final editing.

1.  Jacobson IM, McHutchison JG, Dusheiko GM, et al. Telaprevir for previously untreated chronic  
hepatitis C virus infection. N Engl J Med. 2011;364:2405–2416.

2. Bernatsky S, Clarke AE, Suissa S. Hematologic malignant neoplasms after drug exposure in 
rheumatoid arthritis. Arch Intern Med. 2008;168:378-81.

PRACTICAL GASTROENTEROLOGY • SEPTEMBER 2014 5



100� PRACTICAL�GASTROENTEROLOGY� •�SEPTEMBER�2014

PRACTICAL GASTROENTEROLOGY CROSSWORD PUZZLE

(Answers on page 83)

DOWN

ACROSS

by Myles Mellor

1.  Antiviral drug that has been 
combined with ABT-450 to treat 
hepatitis C

6. Class of fatty acids
10.  It measures blood flow, oxygen 

use and sugar metabolism, abbr.
12. Sodium symbol
13.  Esophageal condition named 

after an Australian surgeon who 
first described it

15. Tissue examination
17. Unit of radioactive activity
18. Dye color
20. Relating to small biological units
23. Compete (for)
25. Not feeling good
26. Hospital profit abbreviation
28. Part of the stomach
31. Top-of-the-line
32.  Liver disease expert at Duke 

University, ___ Diehl

33. Trademark
34. Pre-vomiting feeling
36. Have a complaint
37. Take in
39. Type of lighting
42. High grades
44. Time lag
45.  Relating to glands vital to 

digestion
48. Apples or pears. e.g.
49. Deja ___
50. Higher than it should be
51.  Tiny particle of protoplasm
52. Important nerve
54.  Volume measurement 

(abbr.)
56.  Subject of Avogadro’s law
57. Germ-free
58. Abcesses may do this

1.  Antiviral drug that is 
used to treat hepatitis C

2. Upper body area
3. Suitable
4. Denial
5. Sexless possessive
7. Immunize
8.  Wart-like growth on 

a mucous membrane
9. Get rid of moisture
11. Measure of weight
14. Higher than is normal
16.  Inflammation of 

an intestinal area
19. Symbol:  Sn
21. Roman 51
22. Symbol of thinness
24.  Arrival time 

approximately
27.  Enzyme with the system 

name 1-beta-D-fructan 
fructanohydrolase

29. Genetic info transmitter
30. Negative prefix
35. Treat a broken bone
38. Tantalum symbol
40. Reproductive cell
41.  Introduction of food to the 

stomach through a tube
43. Tentative taste
44. Tiny towels
45. Spanish for sun
46. Permits
47. Creases
48. ___tonitis
50. Function
53. Amer. capital
55. Lead symbol

1 2 3 4 5 6 7 8 9

10 11 12

13 14 15

16 17

18 19 20 21 22

23 24 25

26 27 28 29 30 31

32 33

34 35 36 37 38

39 40 41 42 43

44 45 46 47

48 49 50

51 52 53

54 55 56

57 58


