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C A R E ™  P E R S P E C T I V E S

DDW 2019

The content that follows is written in the language in which it was presented and is adapted from the 2019 CARE™ at DDW Conference 

or contributions from the CARE™ Gastroenterology Faculty.

CARE™ Gastroenterology faculty hosted the 11th annual CARE™ at DDW meeting on Saturday May 18th 2019. 

Presentations at CARE™ at DDW focused on inflammatory bowel disease (Crohn’s Disease and Ulcerative Colitis), as 
well as Upper Gastrointestinal Disorders and Functional Gastrointestinal Disorders. The presentation content, CARE™ 
Perspectives Conference Report and past CARE™ projects can be accessed at http://www.careeducation.ca/.

The intent of the meeting is to help frame DDW content from a Canadian perspective.

This CARE™ Perspectives Report will cover:

           •          Crohn’s Disease and Ulcerative Colitis

           •          An introduction of a CARE™ Needs Assessment that considers new targeted agents and their role in IBD

           •          Updates on biosimilars in IBD

           •          Updates on CARE™ collaborations and education outputs
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John Marshall, MD 
McMaster University

Alain Bitton, MD  
McGill University

Remo Panaccione, MD 
University of Calgary

David Armstrong, MD  
McMaster University

Louis Liu, MD 
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Natasha Bollegala, MD 
Women’s College Hospital, 
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C R O H N ’ S  D I S E A S E 

N A T U R A L  H I S T O R Y  A N D  O U T C O M E S

Research presented from the prospective Genetic, Environmental, Microbial 
(GEM) program provides insight into Intestinal Permeability and Fecal 
Calprotectin as it related to natural history and outcomes (Turpin et al. DDW 
2019. 96. GEM Project and Lee et al. DDW 2019. Sa1816. GEM Project).

This section of CARE™ at DDW was presented by CARE™ faculty member 
Dr. Alain Bitton (MUCC) and is informed by presentations and abstracts from 
DDW 2019. This presentation content is supplemented by CARE™ Perspectives 
and related content of interest provided by CARE™ Faculty Reviewers.

Intestinal Permeability (IP) as a Predictor of Crohn’s Disease

Overview, Results/Insights (Turpin et al. DDW 2019. 96. GEM Project)

•        Increased intestinal permeability (IP) – gut barrier function with IP 
measured ratio fractional excretion of urinary lactulose and mannitol

•        1424 asymptomatic 1st degree relatives, 47 developed CD

•        ↑ IP was LacMan ratio ≥ 0.025 (19.4%), ≥ 0.03 (11.7%)

•        IP continuous predictor of disease onset– HR 2.39, 95% CI (1.42 – 4.01)

•        LacMan Dichotomous predictor of CD onset

          •       > 0.025 – HR 2.26 95% CI (1.26 – 4.04)

          •       > 0.03 – HR 3.2 95% CI (1.73 – 5.9)

          •        Abnormal IP in asymptomatic 1st degree relatives precedes the 
development of CD

Fecal Calprotectin in Healthy First Degree Relatives (FDR) of Patients 
with Crohn’s Disease

Overview, Results/Insights (Lee et al. DDW 2019. Sa1816. GEM Project) 

•        941 healthy FDRs, Median FC 51.7 mcg/g

•        FC ≥ 100 mcg/g in 24.5%,  FC ≥ 250 mcg/g in 9.8%

•        59 FDRs developed CD, Median 2.5 years

•        Poor correlation between FC and Intestinal permeability 

•        Multivariate analysis for Risk of CD Diagnosis (adjusted for: relationship 
to proband, multiplex family and increased intestinal permeability)

CARE™ Faculty Perspectives: 

GEM Project: Genetic Environmental Microbial – FC, IP in healthy FDRs

The prediction of Crohn’s Disease in asymptomatic first degree relatives 
(FDR) of affected patients remains elusive. These two abstracts from 
the highly anticipated longitudinal GEM project indicate that there are 
measurable biomarkers with predictive capability (fecal calprotectin and 
intestinal permeability). Uncertainty remains as to how these would be 
implemented into the routine clinical practice of either primary care providers 
or gastroenterologists. It is also unclear whether the morbidity associated 
with extensive evaluation of asymptomatic individuals who screen positive is 
necessary. 

Specifically, does identification this early positively change the natural history 
of the disease and eventual clinical outcomes?  How often should FDRs 
with negative results be re-screened? Questions remain but these findings 
demonstrate important steps forward in this domain. 

Increased intestinal permeability (resulting in increased translocation of luminal 
antigens stimulating an inflammatory cascade) has been highlighted here in the 
potential pathogenesis of CD.

P R E D I C T I N G  D I S E A S E  C O U R S E

Research conducted by Shulberg et al. considers predicting prognosis by 
characterizing inflammation and fibrosis. (Shulberg et al. DDW 2019. 534. MRI 
Prediction in CD).

Ungaro et al. compare outcomes in CD patients on 5-ASA who started 
biologics and then either stopped or continue 5-ASA (Ungaro et al. DDW 2019. 
110. 5-ASA in CD).

MRI and Crohn’s Disease Strictures

Overview, Results/Insights (Shulberg et al. DDW 2019. 534. MRI Prediction in CD)

•        235 strictures (n=136), 57% small bowel, 33% anastomotic, 10% colon

•        Pedictors of surgery – Hospitalization due to obstruction, OR 2.7 p=0.03

•        Anti-TNF therapy at stricture diagnosis reduced surgery (0.049)

•        MRE features- predictive of surgery: Multivariate analysis 

Dilatation ≥ 30 mm, OR 3.1 p=0.005 
Bowel wall thickness > 10 mm, OR 2.5 p=0.01 
Length > 5 cm, OR 2.5 p=0.01

 aHR (95%CI) p-value

 FC ≥ 100 mcg/g  6.18 (3.23-11.82)   p<0.01

 FC ≥ 250 mcg/g  6.91 (3.75-12.74)  p<0.01

Risk of Surgery based on MRE Stricture Characteristics

Related Abstracts and News of Interest

DDW 2019. Sa1096 Gleeson et al. A personalized model to assess intestinal 
permeability in IBD and VEOIBD patients using human IPSC-derived intestinal 
and colonic organoids.
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02CROHN’S DISEASE 

Comparing Outcomes in CD Patients on 5-ASA who Started Biologics 
and then Either Stopped or Continue 5-ASA 

Overview of results/insights (Ungaro et al. DDW 2019. 110. 5-ASA in CD)

•        2 databases- US, Danish

•        3178 CD pts on 5-ASA, 1150 stopped 5-ASA within 90 days of starting 
biologics

•        1o outcome- composite: new steroid use, CD-related hospitalization or 
surgery
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CARE™ Faculty Perspectives: 

Predicting disease course in CD with MRI and 5-ASA treatment history. 

Shulberg et al. identify 3 characteristic MRE findings predictive of future surgery (pre-stricture dilatation, bowel wall thickness and stricture length). Although 
there continues to be debate over top-down versus step-up therapy in CD and the challenges associated with top-down implementation in our current therapeutic 
payment model, this study demonstrates that early implementation of biologic therapy in high risk stricture disease can significantly impact disease morbidity and 
should be a trigger for clinicians to advocate for this approach. 

Ungaro et al. demonstrate that the discontinuation of 5-ASA therapy in patients with CD does not result in adverse clinical outcomes. This is in keeping with 
current evidence which fails to show a significant impact of oral mesalamine in the induction of remission or achievement of mucosal healing in CD (summarized in 
ACG  Clinical Guideline: Management of CD in Adults 2018). Polypharmacy has been identified as a risk factor for non-compliance. Overall these findings support 
consideration of 5-ASA discontinuation in CD which overall may promote streamlining care and enhance compliance.

C U R R E N T  B I O L O G I C  T H E R A P Y

Early Combined Immunosuppression in Older Patients with Crohn’s Disease

Overview, Results/Insights (Singh. DDW 2019. 209. Post-Hoc Analysis of REACT)

 Endpoint < 60 y.o.  ≥ 60 y.o.
p-value for Age and

Treatment Group Interaction

Steroid free remission 1.05 (0.97 – 1.15) 1.15 (0.90, 1.42) 0.32

Time to composite major adverse outcome (CD related surgery, 

hospitalization, CD related complication) 

0.74 (0.5, 0.98) 0.67 (0.32 – 1.4) 0.78

CD related surgery 0.68 (0.45, 1.02) 0.78 (0.30, 2.06) 0.79

CD related hospitalization 0.87 (0.68, 1.11) 0.65 (0.29, 1.42) 0.50

Serious CD related complications 0.77 (0.57, 1.04) 0.46 (0.21, 1.02) 0.22

CARE™ Faculty Perspectives: 

Recognizing the ongoing concern expressed by many physicians regarding the risk associated with combined immunosuppression in elderly patients, Singh et al. 
conducted a post-hoc analysis of the REACT trial. This study supported the safety and efficacy of the approach from the SONIC trial published by Colombel et al. 
Since the analysis was post-hoc, caution must be exercised in its interpretation. A two-year period may not be long enough to assess longer term outcomes such 
as malignancy which remains a major concern for elderly patients overall, but especially those on immunosuppressant therapy (specially azathioprine). Ultimately 
disease remission remains of utmost importance to improving clinical outcomes and must be balanced with possible side effects.

Related Abstracts and News of Interest: Predicting Disease Course in Crohn’s Disease

CJGH 2016. Osman et al . Magnetic Resonance Imaging of the Small Bowel in Crohn’s Disease: A systematic review and meta-analysis (Can J Gastroenterol Hepatol. 

2016:7857352. doi:10.1155/2016/7857352) Accessible at: http://dx.doi.org/10.1155/2016/7857352. : This provides an excellent overview of the role of MRI in detecting 

small bowel CD. This is important foundational knowledge to interpreting its predictive capacity in clinical outcomes.

NCT03261206. Jairath (UWO) et al. Stopping Aminosalicylate Therapy in Inactive Crohn’s Disease (STATIC). : A multi-center randomized open-label trial conducted 

by Dr. Vip Jairath (UWO). Recruitment is ongoing.

DDW 201903
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Infliximab Concentration

Complete fistula response at week 14 (n=282)

Yes (n=144; 51.1%) No (n=138; 48.9%) p-value

Week 2 
Median (IQR) µg/mL

24.3 (18.8-33.5) 25.8 (21.2-33.1) 0.24

Week 6 
Median (IQR) µg/mL

18.4 (12.7-27.8) 15.2 (9.1-26.0) 0.038

Week 14 
Median (IQR) µg/mL

6.4 (2.3-10.8) 3.7 (1.5-7.3) 0.001

Timepoint
(Week)

IFX cut-point 
concentration 

(µg/mL)

SN 
(%)

SP 
(%)

PPV 
(%)

NPV 
(%)

AUROC
(95% CI)

p-value

6 13.9 67 50 59 59 0.57 
(0.51-0.64)

0.036

14 4.8 52 69 63 58 0.61 
(0.54-0.68)

0.001

Infliximab Exposure During the Induction Phase and Fistula Response 
in CD

Overview, Results/Insights (Papamichail et al. DDW 2019. 567. Post-Hoc 
Analysis of ACCENT-2)

Aim: The association of IFX serum concentrations at weeks (W) 2, 6, and 14 
with complete fistula response (complete absence of draining fistula at week 
14 (CFR14);

CARE™ Faculty Perspectives: 

The results of this study support a growing body of evidence relating to 
therapeutic drug monitoring and the need for potentially higher drug levels in 
more aggressive disease phenotypes such as fistulizing CD.

Given that these findings are based on post-hoc analysis of ACCENT 2, caution 
must be exercised in their interpretation and application.

Despite this data, the specific target drug levels for each phenotype requires 
more investigation.

Infliximab Retreatment in Crohn’s Disease

Overview, Results/Insights (Boschetti et al. DDW 2019. 365. Observational 
Cohort, REGAIN Study)

•        Prospective multicenter observational cohort study

•        Infliximab reintroduced after 6 month discontinuation

•        Discontinued due to loss of efficacy after initial response x 6 months or 
intolerance

•        96 pts, CDAI >150, CRP > 5 mg/L and/or fecal cal >250 mg/g and/or 
endoscopic activity and/or radiologic activity

•        Tx IFX, 0,4,8 wks, 1o endpoint 26 weeks CDAI <150

Ustekinumab Long-Term Clinical Efficacy in Refractory CD – 1 year

Overview, Results/Insights (Liefferinckx et al. DDW 2019. Mo1910. Belgian 
Cohort Study.)

•        Multicenter Belgian Cohort study

•        163 pts, (all refractory to at least 1 anti-TNF, > 70% refractory to anti TNF 
and vedolizumab)

•        IV UST 6 mg/kg, 90 mg S/Q q 8 wks

•        1o endpoint clinical remission, clinical response

•        Treatment intensification (IV reinduction and/or q 4 wks) 6.6% pts

CARE™ Faculty Perspectives: 

Boschetti et al. describe a third of patients regaining response after re-
treatment with IFX following cessation due to loss of response or intolerance in a 
multicenter observational cohort study. Despite recent advances in therapeutic 
options for CD, there are some patients who have exhausted biologic options 
and remain clinically active. While clinical trials remain an option in some 
scenarios, consideration of re-treatment with IFX after previous failure is a 
welcome addition to the body of literature in this area. While study authors 
present this as a viable option, more than a third of patients experienced 
intolerance once again and should be counseled appropriately.

Liefferinckx et al., similarly evaluate the role of UST in patients having failed 
at least one biologic reporting response and remission rates. Although lower 
than the UNITI trials published in 2016 by Feagan et al., this study still supports 
the role of UST in this population and should be a primary consideration for 
clinicians treating CD.
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Vedolizumab vs Anti TNF: Real World EVOLVE

Overview, Results/Insights (Mantzaris et al. DDW 2019. Su1859. EVOLVE 
Study.)

Related Abstracts and News of Interest: Current Biologic Therapy

DDW 2019. 416a. Sands et al. Vedolizumab shows superior efficacy versus 
adalimumab: VARSITY: Although not directly evaluating comparative efficacy 
in CD, the VARSITY trial is the first head to head trial comparing VDZ and ADA 
in the treatment of patients with moderate to severe UC.

Outcomes Vedolizumab
 n=177

 Anti TNF 
n=242

P HR (95% CI)

Clinical Remission n=149 n=208

12 months (%) 52 55 0.48 1.1 (0.8 – 1.5)

24 months (%) 69.7 66.4 0.80 1.2 (0.9 – 1.6)

Treatment Persistence n=177 n=238

12 months (%) 85.6 76 0.02 1.8 (1.1 – 3.0)

24 months (%) 71.4 70.7 0.11 1.4 (0.9 – 2.2)

Dose Escalation 177 n=242

12 months (%) 166 126 0.3 1.2 (0.7 – 2.2)

24 months(%) 28.2 18.1 0.16 1.8 (0.8 – 2.2)

Safety Outcomes Rates 100 
pers-yrs

Rates 100 
pers-yrs

CD related surgery 1.7 6.2 0.05 0.3 (0.1 – 1.1)

SAE 6.4 11.7 0.16 0.6 (0.3 – 1.2)

Serious infection 1.6 3.6 0.13 0.4 (0.1 – 1.3)

CARE™ Faculty Perspectives: 

The absence of head to head trials in the evaluation of biologic agents in the 
treatment of CD remains a challenging hurdle for clinicians attempting to 
determine the comparative efficacy of biologic agents and thus their sequencing 
in clinical care. Overall the results presented by Mantzaris et al., demonstrate to 
clinicians that in bio-naiive CD patients there does not seem to be a significant 
difference in most clinical outcomes between VDZ and IFX. Although early 
interpretation of VDZ in the treatment of CD (GEMINI 2 2013) was clouded by 
lower numerical response and remission rates compared to the earlier published 
UC trial (GEMINI 1 2013), VDZ remains a viable option in this population.

CARE™ Faculty Perspectives: 

D’Haens et al. present the results of a controlled clinical trial evaluating the 
role of Amiselimod (AMS) in the treatment of active CD. This study did not 
achieve significance for its primary clinical endpoint (a decrease in CDAI by 100 
points by week 12) and authors attribute this to the high placebo response rate 
(54.1% of patients in the placebo arm reached the primary endpoint compared 
to 48.7% in the AMS treated group). Additionally the AMS treated group had 
3 patients affected by cardiac related side effects (compared to 1 patient in 
the placebo arm). Cardiac complications have been a major point of interest 
given the relationship between AMS (a selective S1P1 receptor modulator) and 
fingolimod (which affects both S1P1 and S1P3 receptors). The latter has been 
associated with cardiac arrhythmia. At this time, AMS does not have enough 
support to warrant a change in the CD management landscape. 

N O V E L  A G E N T S / T H E R A P I E S

Amiselimod (AMS) in Crohn’s Disease

Overview, Results/Insights (D’Haen’s et al. DDW 2019. 1005. S1P Receptor 
Modulator in CD.)

•        AMS oral S1P receptor modulator

•        n=78, Placebo  (n-38) vs. 0.4 mg AMS (n=40) x 14 weeks

•        Median baseline CDAI 307

•        1o endpoint clinical response (↓ 100 pts CDAI), wk 12

•        Infections 26% AMS vs 13% placebo

•        Cardiac AES 3 pts AMS, 1 pt placebo

Mirikizumab – Crohn’s Disease Phase 2

While anti-TNF (tumor necrosis factor) has been a staple of IBD treatment, 
physicians should also be aware of molecules which target one or more 
interleukins.  

The interleukin 12/23 (IL 12/23) pathway has been discovered to play a key role in 
the induction of inflammation in adaptive immune response (I. Aggeletopoulou 
et al. World J. Gastroenterol. 2018.). 

The concept of accessing innovation has been important to the CARE™ Faculty 
for a number of years and the potential efficacy of interleukin inhibitors has been 
a topic of interest for the CARE™ Gastroenterology Faculty for years as well.

The following trial by Sands et al. focuses on a therapy called mirikizumab that 
targets the p19 subunit of IL 23.

Overview, Results/Insights (Sands et al. DDW 2019. 1003. Mirikizumab in CD)

•        Humanized IgG4 mab targets p19 subunit of 12-23 cytokine 

•        Effective in psoriasis and ulcerative colitis

•        n=191 – 200 mg, 600 mg, 1000 mg, Placebo IV, 0,4,8 weeks

•        1o endpoint endoscopic response (↓50% from baseline SES-CD) wk 12
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CARE™ Faculty Perspectives: 

Sands et al., present the results of a phase 2 study of mirikizumab (an IgG4 
monoclonal Ab targeting the p19 subunit of the IL23 cytokine). The authors 
demonstrate both clinical and endoscopic improvements in disease activity. 
Overall the safety profile appears reassuring compared to the placebo treated 
group. Overall, the ongoing development of this therapeutic option is an 
important step forward to expanding the current arsenal of biologic agents for 
CD. However, the relative efficacy, safety and sequencing of ustekinumab (a 
monoclonal Ab to the p40 subunit of IL12 and 23 remains unclear.
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The concept of access to innovation has become an important area of discussion among all CARE™ Faculties with concerns principally 
focused on the timeliness of government approval, subsequent funding of novel agents/new classes of therapy and education opportunities 
for the integration and sequencing of new options. 

CARE™ National Congress on Access to Innovation (April 2018 and April 2019)

Results from the needs assessment were harnessed to engage government, HTAs, public and private payers, along with patient groups. 
The CARE™ National Congresses and regional iterations that followed, allowed for review of government approval and funding processes, 
updates and suggestions for streamlining these processes, as well as allowing for candid conversation on the impact to healthcare in 
general (and patients in particular) for solutions to (timely) access to (affordable) innovation.

For more info on the National Congress and meeting highlights, please visit CAREeducation.ca/congress-2018. 

You can also access CARE™ faculty position statement on access to innovation and follow-up initiatives planned for 2019 onward. 

Needs Assessment on Innovative Mechanisms of Action

As a follow-up to the last needs assessment on access to innovation, CARE™ Gastroenterology faculty have developed a new questionnaire 
that considers:

1.       Treatment Patterns for IBD

2.      Therapeutic Drug Monitoring (TDM) 

3.      Differences Between Anti-TNF and Anti-Interleukin Mechanisms of Action

The results of this CARE™ Needs Assessment will inform subsequent (accredited) education programming, with response information 
also shared with government and public at the next CARE™ National Congress on Access to Innovation (Winter 2020).

The questionnaire is attached. Thank you for your consideration.

Key Takeaways:

• 96% of responders agree that biologic therapy has drastically improved patient outcomes in IBD over the last two decades, 
however, only half of responding gastroenterologists are satisfied with the current therapy options available.

•        85% indicated that cost may limit access to appropriate treatment, while acknowledging acquisition cost is only one component of 
the overall value of biologic therapies.

•        Education need – strong responder interest in understanding how emerging/innovative treatments can improve management of 
IBD via choice and greater treatment flexibility.

Source: CARE™ data on file 2018    N=100

R E C E N T  C A R E ™  P R O G R A M M I N G  O N  ACC E S S  TO  I N N OVAT I O N

S P OT L I G H T:  ACC E SS  TO  I N N OVAT I O N

06CROHN’S DISEASE 

C A R E ™  -  ACC E S S  TO  I N N OVAT I O N  F O L LOW- U P  P R O G R A M M I N G

CARE™ Gastroenterology Needs Assessment

To validate concerns and qualify education needs, the CARE™ Faculty (specifically the CARE™ Gastroenterology Faculty) conducted a 
needs assessment with clinicians across several specialty areas over the course of Fall 2017 to Spring 2018.



The proportion of patients achieving CS-free remission at 
Week 52 was numerically greater with adalimumab treatment 
(26/120, 21.7% vs 14/111, 12.6%, p=NS)

Clinical and Corticosteroid-free Remission at Week 52
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U L C E R A T I V E  C O L I T I S

This section of CARE™ at DDW was presented by Dr. Remo Panaccione (U of 
Calgary) and is informed by presentations and abstracts from DDW 2019. This 
presentation content is supplemented by CARE™ Perspectives and related 
content of interest provided by CARE™ Faculty Reviewers.

Elements covered in section:

1.       Current and Future Therapies for Ulcerative Colitis (UC)

2.      VARSITY Trial Updates 

3.      UNIFI Trial Updates

4.      Additional Abstracts and News of Interest

O V E R V I E W  O F  C U R R E N T  A N D  F U T U R E  T H E R A P I E S

V A R S I T Y  T R I A L

Overview, Results/Insights (Sands et al. DDW 2019. 416a. Vedolizumab 
versus adalimumab for UC)

A head-to-head study of the efficacy and safety of vedolizumab (VDZ) and 
adalimumab (ADAL) for treatment over 52 weeks in adults with moderately to 
severely active ulcerative colitis (UC)

This was a phase 3b, double-blind, double-dummy, multi-centre, active-
controlled trial enrolling patients with moderately to severely active UC (Mayo 
score 6 to 12 and endoscopic subscore ≥2) who had failed other conventional 
therapies

•        Prior anti-TNF exposure was capped at 25% of the patient population

•        Patients were randomized 1:1 to either: (1) active VDZ intravenous (IV) 
infusions (300 mg)/placebo subcutaneous (SC) injections; or (2) placebo 
IV infusions/active ADAL SC injections (160/80/40 mg) 

•        The dosing for each active drug followed the standard, approved 
regimens for induction and maintenance 

•        Dose escalation was not permitted in either group

•        The primary endpoint was clinical remission, defined as a complete Mayo 
score ≤2 with no subscore >1 at week 52

Cell therapy3

adipocyte-derived
stem cells

Targeted biologics

anti-TNF-α
anti-integrin
anti-IL-12-23

New targeted 
biologics

anti-β7
anti-IL-23A

Targeted oral 
small molecules

JAK inhibitors
S1P1 regulators

Today

Tomorrow?

Non-targeted 
oral small molecules2

corticosteroids 
mesalazine 

immunosuppressants 
antibiotics

VARSITY Results: Overall Clinical Remissiona at Week 52b

IV=intravenous; SC=subcutaneous; TNF=tumour necrosis factor.
a Clinical remission; Complete Mayo score of ≤2 points and no individual subscore >1 point.
b Full Analysis Set: Includes all randomised patients who received at least 1 dose of study drug.
c Anti-TNF subgroup analysis was prespecified and produced nominal p-values.

Clinical and Corticosteroid-free Remission at Week 52

The proportion of patients achieving CS-free remission at Week 52 was numerically greater with 
adalimumab treatment (26/120, 21.7% vs 14/111, 12.6%, p=NS)

VARSITY Results: Overall Clinical Remissiona at Week 52b
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CARE™ Faculty Perspectives: 

Conventional therapies may not be optimal in controlling UC. 

First head to head trial that suggests vedolizumab superior to adalimumab for 
moderate to severe UC. 

There are many unanswered questions regarding the conduct of trial including:

•        Why were anti-TNF exposed patients included?

•        What were the characteristics of the anti-TNF exposed patients?

•        Why was dose escalation not allowed?

•        Why was the screen failure rate so high?

•        Why are the absolute remission rates higher than the pivotal trials?

•        Why do the clinical remission rates favour one agent and steroid free 
remission rates favour another?

•        How were steroids handled during the trial?

DDW 201907

Corticosteroid-free remission rates at Week 52 showed a numerical but non-
significant difference in favour of ADAL. 

Conclusion: This is the first study to directly compare two biological agents in 
IBD. VDZ was superior to ADAL in achieving clinical remission and endoscopic 
mucosal healing at Week 52, while VDZ and ADAL were both generally safe and 
well-tolerated, in patients with moderately to severely active UC.



U N I F I  T R I A L

Overview, Results/Insights (Danese et al. DDW 2019. Sa1887. UNIFI induction 
and Maintenance Studies)

Single protocol combining the study of induction (N=961) and maintenance 
therapy (N= 523 randomized).

Induction and maintenance were analyzed as 2 separate studies, each with its 
own endpoints.

Target Population:

•        Adults (men & women) with moderately to severely active UC

•        Mayo score of 6 to 12, inclusive, with an endoscopy subscore ≥ 2 as 
determined by a central review of the endoscopy.

•        Biologic failures, i.e. have received treatment with 1 or more anti-TNFs 
and/or vedolizumab at a dose approved for the treatment of UC, and 
either did not respond initially, responded initially but then lost response, 
or were intolerant of the medication (limited to 40-50%).

          •       This includes the most refractory UC population studied in a 
Phase 3 trial to date; subjects could have failed 2 mechanisms of 
action approved for treatment of UC.

                  OR

          •       Biologic-naïve or previously exposed to biologic therapy but 
not having demonstrated an inadequate response (i.e. primary 
nonresponse or secondary loss of response) or intolerance to 
treatment with a biologic agent (i.e. an anti-TNF or vedolizumab 
[Must have demonstrated an inadequate response to, or have failed 
to tolerate at least oral or IV corticosteroids or immunomodulators 
(6-MP or AZA) or demonstrated corticosteroid dependence.]

Clinical Response at Week 8 by Biologic Failure Status

UNIFI: Overall Study Design

80

0

60

40

20

100

Pr
op

or
tio

n 
of

 P
at

ie
nt

s 
(%

) p<0.001
p<0.001

44.6

68
71.0

78/175 117/172 125/176

Placeboa UST 90 mg
SC q12w

UST 90 mg
SC q8w

aSubjects who were in clinical response to ustekinumab IV induction dosing and were 
randomized to placebo SC on entry into this maintenance study.

CARE™ Faculty Perspectives: 

Data to date validates Ustekinumab’s place in IBD, with acknowledgement that 
other agents are in development and more head-to-head trials are expected.

•        Robust efficacy in both induction and maintenance.

•        Efficacy in both bio-naïve and bio-failure (including vedolizumab)

•        Safety profile consistent with CD and other indications

•        Interesting new endpoint-histo-endoscopic healing

•        SC administration
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in <5% of crypts, no crypt destruction, and no 
erosions, ulcerations, or granulation tissue

Histo-Endoscopic Mucosal Healing: Endoscopic 
improvement (Mayo endoscopy subscore of 0 
or 1) and histologic improvement

Major Secondary Endpoints:

Subjects in Clinical Response Through Week 44

Histologic Improvement: Neutrophil infiltration in <5% of crypts, no crypt destruction, and no 
erosions, ulcerations, or granulation tissue
Histo-Endoscopic Mucosal Healing: Endoscopic improvement (Mayo endoscopy subscore of 0 or 
1) and histologic improvement

UNIFI: Histologic Improvement and Histo-Endoscopic Mucosal Healing 
at week 44
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A D D I T I O N A L  A B S T R A C T S  A N D  N E W S  O F  I N T E R E S T

DDW 2019. 334. Dulai et al. Development an validation of a clinical scoring 

tool for predicting treatment outcomes with vedolizumab in patients with 

ulcerative colitis.

Overview, Results/Insights

•        Clinical scoring tool for predicting treatment outcomes with Vedolizumab 

developed using clinical data from GEMINI 1 (NCT00783718)  

•        The clinical scoring tool factors in vedolizumab exposure, onset of action, 

and efficacy when calculating predicted treatment outcomes

•        Externally validated with good discriminative performance for predicting 

corticosteroid-free remission with vedolizumab in patients with UC

•        Pending further validation, this tool could be a helpful aid in identifying 

patients who would benefit from vedolizumab interval shortening due to 

insufficient response

DDW 2019. 337. Cushing et al. Complete histologic normalization is associated 

with reduced risk of relapse among patients with ulcerative colitis in complete 

endoscopic remission.

Overview, Results/Insights

• Histologic activity was quantified using the Geboes score

• Among UC patients in complete endoscopic remission with normal 

mucosa, histologic normalization occurred in only half of the patients

• Complete histologic healing was associated with lower rates of relapse: 

patients with complete histologic normalization were less likely to 

experience relapse (12%) compared to those without (49%)

• In contrast, those with or without histologically active disease had similar 

rates of relapse on follow-up

• Further studies are needed to define cut-offs and utility of histologic 

healing in UC

DDW 2019. 799. Panaccione et al. Efficacy of upadacitinib as an induction 

therapy for patients with moderately to severely active ulcerative colitis, with 

or without previous treatment failure of biologic therapy: data from the dose-

ranging phase 2b study u-achieve. 

Overview, Results/Insights

• Upadacitinib showed a dose response in both Bio-IR and non-Bio-IR 

patients with moderately to severely active UC, with numerically greater 

efficacy in the non-Bio-IR population

• For the majority of endpoints, the highest efficacy rates were observed 

in patients treated with UPA 45 mg QD treatment

• Patient numbers were small in both groups and the findings need to be 

confirmed in larger Phase 3 studies

DDW 2019. 801. Sandborn et al. Clinical, endoscopic, histologic and biomaker 

activity following treatment with the gut-selective, pan-jak inhibitor td-1473 in 

moderately to-severely active ulceratie colitis.

Overview, Results/Insights

• 40 subjects were enrolled and administered placebo, 20mg, 80mg, or 

270mg TD-1473 once daily for 28 days

• General trends across all dosage levels of TD-1473 included: higher rates 

of clinical response, endoscopic healing, and improvement by ≥ 1 point 

in rectal bleeding and endoscopy subscores (relative to placebo), along 

with singular trends specific to each dosage level

• Results suggest a clinical and molecular effect at all 3 doses of TD-1473, 

with 270mg appearing to be the most efficacious dosage level

DATA TO DATE VALIDATES USTEKINUMAB’S 
PLACE IN IBD, WITH ACKNOWLEDGEMENT THAT 

OTHER AGENTS ARE IN DEVELOPMENT AND MORE 
HEAD-TO-HEAD TRIALS ARE EXPECTED.

’
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U P D A T E :  B I O S I M I L A R S  I N  I B D

Biosimilars are a reality in the Canadian treatment landscape for IBD (along 
with many other disease categories).  

The increasing number of trials and data sets provide greater assurance on 
these drugs and select abstracts are summarized below. 

Elements covered in section:

1.       Biosimilars in IBD from DDW 2019

2.      Recent Biosimilar Policy Developments

3.      Biosimilar Questions from the CARETM Faculty

4.      Education Initiatives and Collaborations from the CARE™ Faculty

B I O S I M I L A R  A B S T R A C T S :  D D W  2 0 1 9

DDW Su1847. Rapid 30 minute infliximab infusion protocols are safe and 
effective when switching inflammatory bowel disease (IBD) patients 
from original to biosimilar infliximab

D. Van Langenberg et al.

Results: 120 Eastern Health IBD patients on infliximab, including 76 ‘switched’ 
and 44 maintenance patients were included. Baseline characteristics were 
comparable across both groups, apart from higher rates of immunomodulator 
co-therapy in the non-switch cohort (49% v 82%, p<0.01) and longer duration of 
infliximab therapy across the switch cohort (5.1y v 0.8y, p<0.01) (Figure 1). There 
were no significant adverse events associated with rapid infliximab infusions 
including infusion reactions across either cohort (median follow-up of 2 infliximab 
infusions post switch). Baseline pre-switch infliximab levels were sub-therapeutic 
(<3mcg/ml) in 23% (17/74) and supra-therapeutic (>7mcg/ml) in 30% (20/74).

Conclusions: Continuation of rapid infliximab infusion protocols through 
switching IBD patients from originator to biosimilar maintenance infliximab 
appears safe and effective. Furthermore, switching represents an opportune 
time for reassessment of disease activity and infliximab trough levels to inform 
clinical decisions regarding infliximab escalation and de-escalation.

DDW Mo1892. Non-medical reverse switch between the originator 
infliximab and its biosimilar in patients with inflammatory bowel 
disease: clinical outcomes and therapeutic drug monitoring

L. Gonczi et al.

Results: Complicated disease behavior and perianal manifestation was present 
in 39.7% and 48.5% of CD patients. 54.1% of UC patients had extensive colitis. 
Previous exposure to the originator was 8.0% (n=14). There was no significant 
difference between the proportion of patients in clinical remission (based on 
Crohn’s Disease Activity Index <150 points or no fistula drainage; partial Mayo 
score <3) at week 8 before switch, at switch/baseline and at week 16 and 24 (CD: 
82.6/80.6/77.5/76.3%, p=0.60; UC: 82.9/81.6/83.7/84.8%, p=0.98). In all IBD 
patients, mean serum IFX trough levels were 5.33 µg/ml (SD: 4.70) at baseline 
and 5.69 µg/ml (SD: 4.94) at week16 (p=0.71). No significant differences were 
observed in anti-drug antibody (ADA) formation either (overall ADA positivity: 
16.2% vs. 16.9% at baseline/week16; p=0.87). Four infusion reactions occurred 
up to week 24 follow-up. There was no difference in clinical outcomes or TDM 
between patients with or without previous exposure to the originator.

Conclusions: This is the first real-life cohort on mandatory reversed switch from 
biosimilar to originator IFX in IBD patients. No significant changes were observed 
in trough levels or ADA status after the reversed switch in parallel with good 
medium-term drug sustainability. No new safety signals were detected.

DDW Su1845. Home infusion of biologic medications in patients with 
inflammatory bowel disease is associated with higher risk of adverse 
outcomes than hospital-based infusion: a case-control study

M. Fenster et al.

Results: 69 pts started HI during the study period and were similar in baseline 
characteristics to 69 controls (Table 1). Overall, 27.5% HI pts and 15.9% controls 
stopped therapy (p=0.099). Patients started on HI were more likely to experience 
AOs compared to control patients (43.5% vs. 21.7%; p=0.006). Time to AOs was 
significantly shorter in HI pts than in controls (Figure 1). In multivariable analysis 
controlling for elevated CRP prior to HI or match and age, HI (aHR 2.30, 95% CI 
1.23-4.31) was the only variable significantly associated with time to AOs. Stable 
patients on HI (n=47) had significantly less clinic visits (1.23 vs. 1.75, p=0.018) and 
laboratory assessments (4.57 vs. 6.30, p<0.0001) than control patients (n=57) 
in the year following HI or matching. Patients on HI had a significant decrease 
in yearly clinic visits after switch to HI (1.72 vs. 1.23, p=0.001). There was a trend 
toward lower rate of influenza vaccination in HI patients compared to controls 
(39.1% vs 55.1%, p=0.061).

Conclusions: Patients receiving HI of biologics experience more adverse 
outcomes than patients receiving them at a hospital-based infusion center. 
Monitoring of HI patients through clinic visits and laboratory assessments was 
significantly less frequent than in controls. Our results point to the urgent need 
to improve HI delivery of biologics in patients with IBD

DDW 879. Switching from infliximab originator to a biosimilar does 
not affect pharmacokinetics, immunogenicity and efficacy in pediatric 
patients with inflammatory bowel disease

K. Van Hoeve et al.

Results: A total of 47 children received maintenance therapy with the IFX 
originator at our centre. Forty-two children (26 CD and 16 UC), were eligible for 
the study as 3 patients were transferred to the adult department and 2 patients 
stopped IFX just before the switch (due to loss of response or delayed infusion 
reaction). Included patients had a median duration on IFX originator of 13.5 
[6.8-35.5] months prior to switch. No significant changes in IFX TL occurred after 
switch (figure 1). The median baseline IFX TL was 5.7 [3.8-9.3] µg/mL versus 
6.5 [3.9-8.6] µg/mL at month 6 after switch (p=0.90). The cumulative IFX dose 
administered over a 6 month period was not significantly different before switch 
(36.6 [24.0-53.3] mg/kg) compared to after switch (35.8 [26.7-55.6] mg/kg; 
p=0.21). Antibodies to IFX appeared in 1 patient after switch. The proportion 
of patients in clinical and/or biological remission did not significantly change 
after switch (all p> 0.05). No significant changes were observed in CRP, ESR, 
albumin or weight and BMI (expressed as z-score) after switch. No new safety 
signals were observed.

Conclusions: Paediatric IBD patients on IFX originator can be successfully 
switched during maintenance to CT-P13 without affecting efficacy, pharmaco-
kinetics, immunogenicity and safety.

10UPDATE: BIOSIMILARS IN IBD



B I O S I M I L A R  P O L I C Y  D E V E L O P M E N T S

Health Canada Update

In February of 2019, Health Canada approved a naming convention for biologics 
which allows for identification of what biologic is being used.

•        Health Canada has decided that biologic drugs, including biosimilars, 
will be identified by their unique brand name and non-proprietary 
(common) name, without the addition of a product-specific suffix. Both 
the brand name and non-proprietary name should be used throughout 
the medication use process so that biologics that share the same non-
proprietary name can be distinguished by their unique brand names. 

•        All biologics, including biosimilars, will continue to have a unique Drug 
Identification Number (DIN). The DIN distinguishes key characteristics of 
a drug product, including the brand name, manufacturer name, medicinal 
ingredient(s), strength(s), dosage form, and route of administration.

Policy Developments

In the weeks since DDW, the British Columbia (BC) Provincial government has 
made switching to biosimilar from a biologic mandatory for patients with various 
types of arthritis, diabetes and plaque psoriasis.  The BC policy on biosimilar 
switching was released May 27th 2019 and gives BC patients until November 25th 
2019 to switch to a biosimilar (A. Martell et al. Reuters. 2019). 

What this mandated switch in BC means for treatment across Canada remains 
to be seen, though it could lead to large cost savings which could be “put back 
into” the healthcare system and support new treatment.  This mandated switch 
from biologics to biosimilars may or may not be adopted in some form in other 
provinces and extend into other diseases.

The healthcare resource and additional patient 

material on Biologics/Biosimilars can be accessed at:

C A R E ™  E D U C A T I O N  U P D A T E S 
A N D  C O L L A B O R A T I O N S

Under the guidance of Drs. John Marshall and Alain Bitton, and 
in collaboration with patientCARE™ faculty (representatives 
from Crohn’s and Colitis Canada and Gastrointestinal Society 
and CANIBD – gastro nurse practitioners) a healthcare resource 
to engage patients on biologics and biosimilars has been 
created. The intent is to raise awareness on available therapies 
so healthcare providers share information that allows patients 
to make informed decisions.

It has been shared with Health Canada, public and private 
payers and made available at the 3rd CARE™ National Congress 
on Biosimilars and Access to Innovation (Toronto, April 2019).

Biologics / Biosimilars - resource material for healthcare 
and patients

C A R E ™  G A S T R O E N T E R O L O G Y  F A C U L T Y

Outstanding Biosimilar Questions

•        Differentiated nomenclature is better for product marketing and 
regulatory efficiency, but how will traceability/pharmacovigilance be 
achieved as HC moves away from future DIN tracking? Who will be 
responsible for tracking?

•        One time switching may be replaced by multiple switches. What impact 
will this have on patients? How will the effects of multi-switching be 
monitored?

•        What level of cost savings will switches create and where will the 
savings be deployed?

•        What are the potential risks associated with a crowded marketplace of 
multiple similar biologics?

•        How will patient feedback on biosimilars/biologics be obtained 
regularly and systematically?

www.CAREeducation.ca.

DDW 201911
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F U N C T I O N A L  G I  D I S O R D E R S

This section of CARE™ at DDW was presented by Dr. Louis Liu (UHN) and is 
informed by presentations and abstracts from DDW 2019. This presentation 
content is supplemented by CARE™ Perspectives and related content of interest 
provided by CARE™ Faculty Reviewers.

Elements covered in section:

1.       RELIEF Study

2.      Post Hoc Analysis of Rifixamin Retreatment

3.      Needleless Transcutaneous Electrical Accustimulation Improves  

4.      Plecanatide for IBS-C

R E L I E F  S T U D Y

Overview, Results/Insights (Brenner et al. DDW 2019. 440. Robustness of 
Eluxadoline for the Treatment of IBS (RELIEF))

Significantly higher Proportions of Elyxadoline-Treated Female Patients 
Were Composite, Stool Consistency, and Adequate Relief Responders, 
Compared to Placebo 

CARE™ Faculty Perspectives: 

Eluxadoline may be an effective treatment option in patients with IBS-D who 
have reported prior inadequate relief with loperamide.

Significantly higher proportions of eluxadoline-treated patients achieved 
composite, stool consistency, and abdominal pain endpoints compared to 
placebo. 

TEAE’s leading to discontinuation were most commonly GI disorder events. 
Constipation was the most common TEAE leading to discontinuation in the 
eluxadoline group. In the TARGET 1 & 2 trials, acute pancreatitis was documented 
as an adverse event in patients with a history of cholecystectomy. Reassuringly, 
in this patient population with intact gallbladders, there were no reported 
pancreatitis or sphincter of Oddi spasm episodes.
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Eluxadoline 100 mg BID (n=172)
Male: n=48
Female: n=124

Placebo BID (n=174)
Male: n=48
Female: n=124
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and stool consistency endpoints are the respective components of the compostie endpoint BID, 
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Overview, Results/Insights (Cash et al. DDW 2019. 442. Safety Profile of 
Eluxadoline in Patients with IBS (RELIEF))

TEAEs Leading to Treatment Discontinuationa

ELX 100 mg BID
(n=10/171 patients with

TEAEs leadings to discontinuation)b

PBO BID
(n=3/173 patients with

TEAEs leading to discontinuation)b

Constipation

Headache

Influenza

Vomiting

Pancreatic Mass

Abdominal Pain

Abdominal Distension

PurpuraViral GastroenteritisCellulitis

aTEAEs resulting in the study medication being “temporarily interrupted” and/or “permanently 
discontinued”
bData present number of TEAEs (% of total patients); patients may have experienced multiple 
TEAEs BID, twice daily;ELX, eluxadoline; GI, gastronintestinal; NS, not significant; PBO, placebo; 
TEAE, treatment-emergent adverse event

P O S T  H O C  A N A L Y S I S  O F  R I F I X A M I N  R E T R E A T M E N T

Overview, Results/Insights (Lacy. et al DDW 2019. 444. Rifaximin for 
Improving Abdominal Pain and Bloating in IBS-D)

Method

CARE™ Faculty Perspectives: 

Two-week courses of rifaximin 550 mg TID provided consistent significant and 
durable improvement in abdominal pain and bloating symptoms versus placebo 
using modified definitions of IBS-D response.

Response can be maintained for 10 weeks post treatment.

Interestingly, this study reported an improvement in bloating and abdominal 
pain composite parameter. Bloating is a frequent complaint in IBS patients, but 
unfortunately, effective treatments are lacking. As such, this study provides new 
data on management of bloating in IBS patients.

12FUNCTIONAL GI DISORDERS



P L E C A N A T I D E  F O R  I B S - C

Overview, Results/Insights (Chang et al. DDW 2019. Mo 1541. Plecanatide in Adult Patients with IBS-C)

Method

Pool analysis of 2 identicle, randomized double-blind, placebo-controlled studies in IBS-C patients (n=2189), ROME III. Plecanatide 3mg, 6mg or to placebo daily x 12 wk

~ 44 years of age
   74% Female
   72% White
~ 0.2 CSBMs/wk
~ 1.5 SBMs/wk
~ 2 BSFS/wk
~ 6.3 Abdominal Pain

Study 1 n=1054
Study 2 n=1135

R
1 : 1 : 1

Plecanatide
6 mg once daily

Plecanatide
3 mg once daily

Placebo
once daily

Follow-up
Visit

12-week
Treatment Period

2-week
Follow-Up

2-week
Pre-treatment Period

CARE™ Faculty Perspectives: 

These findings further support the previously presented Phase 3 clinical trial results, which demonstrated the efficacy of plecanatide in treating both abdominal pain 
and the symptoms of IBS-C patients. This novel agent is expected to be available in Canada next year, and will be another therapeutic option for IBS-C patients.

N E E D L E L E S S  T R A N S C U T A N E O U S  E L E C T R I C A L  A C C U S T I M U L A T I O N  I M P R O V E S

Overview, Results/Insights (Huang et al. DDW 2019. Sa1948. Needleless Transcutaneous Electrical Accustimulation Improves IBS)

Aim: To investigate the effects and mechanism of TEA on patients with IBS-C

Methods: Randomized, TEA vs sham study

• 42 oatients with IBS-C (25 female, 38.6±7.3 yr), TEA (n=21) and sham-TEA (n=21)

• TEA (2s-on, 3s-off, 25Hz, 0.6ms) was delivered at PC6 (Neiguan) and ST36 (Zusanli)

• Sham-TEA was performed at sham acupoint (10cm away from PC6 or ST36 at nonacupoint using the same parameters

• TEA or sham-TEA was performed for 1 hour, twice daily for one month

CARE™ Faculty Perspectives: 

Pharmacologic neuromodulation is often used for the management of functional bowel disorders, especially using tri-cyclic antidepressants for example. However, 
non-pharmacological neuromodulation using transcutaneous electrical accustimulation (TEA) is gaining popularity not only in the field of gastroenterology, but 
also in other areas of medicine such as in post-operative pain management. This study revealed that TEA improved visceral hypersensitivity and gut transit. These 
effects seem to be mediated via the autonomic mechanisms. TEA use for the management of functional dyspepsia was also published in another presentation (115) 
by Zhu et al at DDW. These findings suggest that TEA may become an important therapeutic option for the management of functional GI disorders such as IBS and 
functional dyspepsia.
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U P P E R  G I  D I S O R D E R S

This section of CARE™ at DDW was presented by Dr. David Armstrong (McMaster University) and is informed by presentations and abstracts from DDW 2019. This 
presentation content is supplemented by CARE™ Perspectives and related content of interest provided by CARE™ Faculty Reviewers.

Elements covered in section:

1.       GERD and PPI’s

2.      Eosinophilic Esophagitis Therapy

G E R D  &  P P I ’ S

Overview, Results/Insights (Lee et al. DDW 2019. 0783. Long Term Proton Pump Inhibitor Use and Risk of GI Cancers)

There has been growing concern regarding PPI safety, particularly carcinogenicity. To further examine this question, Lee et al. performed a nested case-control study using 
the Kaiser Permanente Northern California registry to evaluate the association between PPI use for more than 2 years and gastric, colorectal, pancreatic and liver cancers. An 
association was found between PPI use and gastric cancer only, with an OR (95% CI) of 1.36 (1.08-1.68).

Mean Daily PPI Dosage, Pills/d Total PPI Users, N (%)

Duration of the PPI 
Use, y

No PPI Use <.75 .75-1.49 1.50+ Cases
(N=1,298)

Controls
(N=10,661)

OR (95% CI)

2-3.9, N (%)

Cases 
Controls 

OR (95% CI)

1,131 (87.1) 
9,802 (91.9) 

1.00 [reference]

4 (0.3) 
8 (0.1) 

3.99 [1.19-13.36]

20 (1.5) 
116 (1.1) 

1.46 [0.91-3.39]

11 (0.8) 
54 (0.5) 

1.76 [0.91-3.39]

35 (2.7)  
178 (1.7)

 
 

1.68 [1.15-2.43]

4-5.9, N (%)

Cases 
Controls 

OR (95% CI)

1,131 (87.1) 
9,802 (91.9) 

1.00 [reference]

3 (0.2) 
35 (0.3) 

0.67 [0.20-2.21]

25 (1.9) 
112 (1.1) 

1.93 [1.24-3.00]

4 (0.3) 
43 (0.4) 

1.76 [0.91-3.39]

32 (2.5)  
190 (1.8)

 
 

1.43 [0.97-2.10]

6-7.9, N (%)

Cases 
Controls 

OR (95% CI)

1,131 (87.1) 
9,802 (91.9) 

1.00 [reference]

6 (0.5) 
47 (0.4) 

1.11 [0.47-2.59]

19 (1.5) 
89 (0.8) 

1.79 [1.07-3.00]

5 (0.4) 
27 (0.3) 

1.48 [0.56-3.89]

30 (2.3)  
163 (1.5)

 
 

1.54 [1.03-2.31]

7-8.9, N (%)

Cases 
Controls 

OR (95% CI)

1,131 (87.1) 
9,802 (91.9) 

1.00 [reference]

8 (0.6) 
27 (0.3) 

2.47 [1.10-5.52]

7 (0.5) 
56 (0.5) 

1.04 [0.47-2.29]

5 (0.4) 
14 (0.1) 

3.07 [1.08-8.70]

20 (1.5)  
97 (0.9)

 
 

1.72 [1.05-2.81]

10+, N (%)

Cases 
Controls 

OR (95% CI)

1,131 (87.1) 
9,802 (91.9) 

1.00 [reference]

9 (0.7) 
78 (0.7)

0.99 [0.49-1.99]

28 (2.2) 
117 (1.1) 

2.02 [1.31-3.12]

13 (1.0) 
36 (0.3) 

3.35 [1.72-6.53]

50 (3.9)  
231 (2.2)

 
 

1.84 [1.32-2.57]

All, N (%)

Cases 
Controls 

OR (95% CI)

1,131 (87.1) 
9,802 (91.9) 

1.00 [reference]

30 (2.3) 
195 (1.8) 

3.99 [0.86-1.91]

99 (7.6) 
490 (4.6) 

1.70 [1.34-2.15]

38 (2.9) 
174 (1.6) 

1.88 [1.30-2.71]

167 (12.9)  
859 (8.1)

 
 

1.64 [1.36-1.98]

CARE™ Faculty Perspectives: 

The authors concluded that the use of PPI for more than 2 years was significantly associated with gastric cancer. However, they pointed that they cannot exclude 
uncontrolled confounding including, for gastric cancer, confounding by indication for conditions that increase both the use of acid suppression and the risk of gastric 
cancer. Moreover, the presence of cofounding factors must be suspected when odds ratios which are only mildly elevated, such as in the present study. More studies 
would be needed to change our practice. 
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DDW 2019 - PPI Adverse Associations

3.      Upper Gastrointestinal Tract Bleeding

4.      Achalasia of the Cardia

CARE™ Faculty Perspectives: 

Eke et al.̀ s  study importantly outlines the unfortunate phenomenon of inadequate PPI prescribing. This retrospective chart review performed in a university affiliated 
primary clinic in the US showed that 77% of PPIs were prescribed inappropriately, especially reflex prescribing of multiples repeats without follow-up.  This is an 
important issue, even in the Canadian setting. In this study, education resulted in significant decrease in both overall and inappropriate PPI prescriptions. This highlights 
the need for more education to physicians about PPI prescribing, including performing adequate follow up to assess efficacy.

Overview, Results/Insights (Eke et al. DDW 2019. 0458. Successful Reduction of Overall and Inappropriate PPI Prescriptions.)



E O S I N O P H I L I C  E S O P H A G I T I S  T H E R A P Y

1.0 (68) 0.5 (68) Placebo (68)

Free of Treatment Failure 75.0% 73.5% 4.4%

Histological Relapse 10.3% 13.2% 89.7%

Clinical Relapse 7.4% 10.3% 60.3%

ADR → Withdrawal 11.8% 10.3% 60.3%

Morning Cortisol (µg/dL) 10.5 11.2 9.1

BOT 1 mg BID & BOT 0.5 mg BID for 48 weeks are safe and effective for maintaining clinic-histological remission in EoE patients.

Overview, Results/Insights (Vaezi et al. DDW 2019. 0012. Impact of IW-3718 a Novel Gastric-Retentive Bile Acid Sequestrant on a spectrum of GERD 
Symptoms.)

CARE™ Faculty Perspectives: 

Vaezi et al. performed a multicenter RCT to evaluate the efficacy and safety of IW 3718, in patients who have persistent GERD despite daily PPI use. Persistant GERD 
was documented by the presence of erosive esophagitis on upper endoscopy or by abnormal acid exposure on Bravo pH study in patients who were still symptomatic 
while still on daily PPI.  Using this methodology, they included only patients with GERD, as opposed to patients who have functional heartburn or hypersensitive 
esophagus, which can have very similar presentations as true GERD patients. As such, given the high prevalence of these functional esophageal disorders, screen-fail 
rates were not surprisingly high. This promising IW3718 compound at 1500mg daily was significantly more effective than placebo in this trial. Another phase 3 trial 
examining this new agent is on its way. 

U P P E R  G A S T R O I N T E S T I N A L  T R A C T  B L E E D I N G

Overview, Results/Insights (Lau et al. DDW 2019. 0322. Prevention of Recurrent Idiopathic Gastroduodenal Ulcer Bleeding (NRT Study))

CARE™ Faculty Perspectives: 

Lau et al. performed an RCT to compare rebleeding rates in 228 recurrent idiopathic peptic ulcer patients who were either randomized to famotidine 40mg od or to 
prevacid 30mg od for 2 years. These patients were recruited in a tertiary care center in Hong Kong. Surprisingly, there was no difference in rebleeding rates between 
these two groups. Furthermore, the data emphasizes that this patient population is not only at significant risk of rebleeding, but it is also associated with a high 
mortality rate. 

CARE™ Faculty Perspectives: 

Haddad et al. examined retrospectively data pertaining to PEG tube placements between 2010 and 2016 to investigate the incidence of post PEG placement bleeding 
in patients on uninterrupted warfarin or NOAC. A total of 1710 PEG tube procedures were analyzed, and no post PEG bleeding events were recorded. Despite these 
findings, further prospective trials are warranted before routine PEG tube placement without interruption of anticoagulation can be recommended.

DDW 201915

G E R D  &  P P I ’ S  C O N T I N U E D

Overview, Results/Insights (Lucendo et al. DDW 2019. 0951a. Pivotal EOS-2 Trial)

A 48-week treatment with budesonide orodispersible tablet at 0.5mg bid and 1mg bid was effective in maintaining patients in clinico-histological remission.

DDW 2019 - Eosinophilic Esophagitis Therapy

Budesonide Orodispersible Tablet (BOT) 1 mg BID produced clinicopathological remission in 57.6-69.6% of active EoE patients (EOS-1, EOS-2)

Placebo-controlled, 48-week maintenance study comparing BOT 1 mg BID with BOT 0.5 mg BID in 204 EoE patients in clnic-histological remission

Overview, Results/Insights (Haddad et al. DDW 2019. 0341. Interrupting Anticoagulation for PEG)



Clinical Success at 5 Years

Group by 
Treatment Study Name Total

Statistics for Each Study
Eventrate and 95% CI

Event Rate Lower Limit Upper Limit

PD Aljebreen et al. 15/29 0.500 0.326 0.674

PD Spiliopoulos et al. 28/39 0.706 0.547 0.827

PD Perssom et al. 18/28 0.640 0.451 0.794

PD Wang et al. 10/21 0.480 0.282 0.685

PD Chrystoja et al. 17/22 0.770 0.554 0.900

PD Moonen et al. 79/94 0.840 0.752 0.901

PD Cheng et al. 22/35 0.619 0.451 0.763

PD Huels en et al. 49/62 0.790 0.671 0.874

PD 0.690 0.610 0.760

POEM Inoue et al. 443/500 0.885 0.854 0.910

POEM Guo et al. 59/67 0.881 0.779 0.939

POEM Nabi et al. 367/408 0.900 0.867 0.926

POEM Peng et al. 11/13 0.833 0.537 0.955

POEM 0.886 0.832 0.925

CARE™ Faculty Perspectives: 

Ofosu et al. presented a systematic review and meta-analysis comparing POEM with pneumatic balloon dilation. The authors concluded superior efficacy of POEM 
compared with pneumatic dilation. We do not believe this publication should alter clinical practice as there is heterogeneity in patient populations and in the ways 
PD was carried out. Serial dilations and as needed PD have been described. For example, 90% efficacy was achieved with PD in a large European trial published 
by Boeckxtaens et al. using serial dilations in 2011. Moreover, response to treatment is dependant on achalasia subtype. Type 2 is associated with a more favorable 
response. Treatment should be dictated by patient preference, treatment availability, and achalasia subtype.

POEM vs Pneumatic Dilation

Overview, Results/Insights (A. Ofosu et al. DDW 2019. 0471. Efficacy and Safety of POEM versus Pneumatic Dilation)

•        Systematic review & meta-analysis comparing POEM & pneumatic dilation

•        2013 to 2018 – PD: 26 studies (n=1409), POEM: 21 studies (n=2435)

A C H A L A S I A  O F  T H E  C A R D I A

POEM vs LHM

Overview, Results/Insights (Moura et al. DDW 2019. 0472. Achlasia RCT [POEM vs LHM])

Moura et al. compared the efficacy and safety of LHM with POEM in a single center RCT in Brazil.

DDW 2019 - Achalasia RCT [POEM vs LHM]

•        Laparoscopic Heller Myotomy (LHM) is the gold standard for achalasia but Per-Oral Endoscopic Myotomy (POEM) is increasingly popular.

•        RCT (Brazil) to compare LHM + Fundoplication & POEM in 40 patients.

Group Clinical Success Eckhardt Score Barium Column Height LES Pressure Erosive Esophagitis Operating Time

LHM 100% 8.0→0.0 14.9→8.7 23.9→9.7 11.1% 219 min

POEM 95% 8.0→0.5 15.7→8.0 24.5→11.4 64.6% 96 min

CARE™ Faculty Perspectives: 

POEM is as effective and safe as LHM and fundoplication for the treatment of achalasia with a shorter operative time. POEM is associated with a higher esophagitis 
rate. However, these rates may vary between endoscopists and between studies. 

-1.00 -0.50 0.00 0.50 1.00
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