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HIGHLIGHTS FROM ACG/UEGW 2017
Members of the CARE TM Gastroenterology Faculty recently attended the ACG 2017
conference held in Orlando, FL (October 13-18) and the UEGW 2017 conference in
Barcelona, ES (October 28 - November 1).
The CARE TM Perspectives Conference Report from ACG/UEGW 2017 provides a
summary of the most compelling stories and news presented at this event, and provides
Canadian perspectives from the CARE TM Gastroenterology Faculty.
The content that follows is written in the language in which it was presented and is
adapted from the abstracts from the ACG/UEGW 2017 meetings. Perspectives are
provided by the CARE TM Gastroenterology Faculty.
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FUNCTIONAL

GASTROINTESTINAL DISORDERS (FGID)
The 2017 ACG and UEGW conferences covered functional gastrointestinal disorders. This section reviews select abstracts
on the two main forms of irritable bowel syndrome (IBS-C and IBS-D), it also includes a clinical algorithm for irritable
bowel syndrome written by Canadian Paul Moayyedi. Additionally, it features coverage on short bowel syndrome (SBS)
– a malabsorption disorder caused by a lack of functional small intestine.

IRRITABLE BOWEL SYNDROME WITH
CONSTIPATION (IBS-C)
Irritable bowel syndrome with constipation (IBS-C) is a
disorder which often causes significant impairment to
health-related quality of life (HRQoL), however clinical
trial data is limited in this area. Clinical data is also
limited regarding treatment interaction with epithelial
intestinal cells and the effect on gastrointestinal motility.
Abstracts by Marciniak et al. and Farmer et al. consider
these areas and the impact of linaclotide, a guanylate
cyclase-C (GCC) agonist which stimulates intestinal fluid
secretion and decreases visceral hypersensitivity.
UEGW 2017. P1143. Linaclotide Accelerates Colonic Transit and
Improves Colonic Contractility in IBS with Constipation
A. Farmer et al.
Results: Table: Changes in GI physiology following linaclotide

Conclusion: Linaclotide reduced colonic transit and enhances
contractility. These changes in GI motility are accompanied by
improvements in symptoms and quality of life and are associated with
a reduction in extra-gastrointestinal symptoms. Change in pH across
the ileocaecal junction has been proposed as a surrogate marker
of caecal fermentation. Thus the beneficial effect of linaclotide on
symptoms may therefore be related to a reduction in fermentation.
This potential biomarker warrants further exploration.
CARE FACULTY PERSPECTIVE: This is an interesting study, as
it is the first to highlight an improvement in colonic transit time
and contractility associated with linaclotide treatment. Linaclotide
is considered a secretogranin. It is believed that its secretory
properties contributed to its improvement in colonic transit time.
Further exploration of the linaclotide method of action associated
with increased contractility is warranted based on the findings of
abstract P1143.

“

F U RT H E R E X P LO R AT I O N O F T H E

Baseline (mean
and standard
deviation)

Post treatment
(mean and
standard deviation)

P Value

Gastric emptying
time (minutes)

154 ± 64

177 ± 57

0.4

Small bowel transit
time (minutes)

353 ± 152

299 ± 139

0.3

Colonic transit
time (minutes)

3017 ± 1305

1983 ± 1216

0.04

Whole gut transit
time (minutes)

3517 ± 1375

2432 ± 1180

0.04

Ileal contractility
(AUC)

262 ± 142.4

221 ± 113.5

0.5

Colonic
contractility (AUC)

90.9 ± 78.3

134.6 ± 93

0.006

Changein pH
across the
lleocaecal junction

-2.4 ± 0.2

-2.1 ± 0.4

0.03

LINACLOTIDE METHOD OF ACTION
ASS O C I AT E D W I T H I N C R E AS E D
CO N T R AC T I L I T Y I S WA R R A N T E D

Linaclotide improved (verbal descriptor anchored visual analog scale) VDVAS-I and VDVAS-U
(130.7 ± 20.8 vs. 106.5 ± 33, p=0.03 and 113 ± 22 vs. 85.8 ± 33, p=0.01) and quality of life
(58.4 ± 21.2 vs. 68 ± 17.6, p=0.02). Linaclotide reduced somatic symptoms (8.3 ± 2.2 vs. 5.9
± 1.4, p=0.007). Change in pH across the ileocaecal junction correlated with improvement in

BASED ON THE FINDINGS OF
ABSTRACT P1143.

”

www.CAREeducation.ca

3

UEGW 2017. P1790. Irritable Bowel Syndrome with Constipation: Impact of Symptom Severity on Health- Related Quality of Life: A
Post Hoc Analysis of Data from Two Phase 3 Trials of Linaclotide
A. Marciniak et al.

Results: A total of 1602 IBS-C patients were included for analysis. Compared to patients with GSS <3, those with GSS ≥3 had lower HRQoL
as indicated by lower mean IBS-QOL overall and subscale scores, with the greatest differences seen for body image (15-point difference),
dysphoria and health worry (both 13-point difference) subscales (Table). Patients with GSS ≥3 also had a lower EQ-5D index score compared
to those with GSS <3 (0.67 vs 0.72) [Table]. Women reported a slightly lower mean total IBS-QOL score compared to men, but had a notably
lower score (14-point difference) on the body image subscale (Table 2). No difference in mean EQ-5D score was observed between sexes.
IBS-QOL total and EQ-5D index scores were similar between patients aged <65 and ≥65 years, though the younger subgroup generally
had lower scores on the IBS-QOL, including on the food avoidance and sexual subscales (Table).
Table: Overall IBS QOL
Pooled Phase 3 trials baseline data
Instrument

Total

IBS-QOL

Sex
F

Age
M

<65

GSS
≥65

<3

≥3

n

1595

1437

158

1511

84

92

1503

Total score, mean

61.1

60.8

63.8

60.9

65.0

71.5

60.4

Dysphoria

62.3

62.2

62.8

62.2

64.2

74.6

61.5

Activity interference

68.0

68.2

66.4

68.1

67.1

76.4

67.5

Body image

48.2

46.8

61.0

47.8

55.5

62.0

47.4

Health worry

44.9

44.4

49.3

44.7

49.5

57.3

44.2

Food avoidance

50.1

49.7

54.1

49.6

59.5

59.0

49.6

Social reaction

67.1

66.7

70.0

66.8

71.5

75.5

66.5

Sexual

67.9

67.0

75.5

67.2

80.4

77.8

67.2

Relationships

73.4

73.6

71.6

73.3

75.3

80.6

72.9

n

1598

1440

158

1513

85

93

1505

Index score, mean

0.68

0.68

0.67

0.68

0.70

0.72

0.67

EQ-5D

Conclusion: Among this patient population, IBS-C patients with higher symptom severity reported greater impairments in HRQoL. These
results indicate that symptom severity may be an important consideration for disease management and emphasise the need for IBS-C
treatments that improve both symptom burden and HRQoL.
CARE FACULTY PERSPECTIVE: Abstract P1790 represents a shift in opinion in IBS-C treatment- specifically health related quality of life
and its association with age. Typically, we think of the young as being more severely impacted by a disease such as IBS-C, while the older
patient population (>65 years old) is typically considered less impaired by IBS-C. The reason that the older population is considered less
hindered by IBS-C is because of the presence of other age-related complications which they have developed in their advanced years (e.g.
arthritis, diabetes etc.). However, the results presented by Marciniak and colleagues suggest that IBS-C may be equally detrimental to all
age groups. These results warrant further exploration.

“
T H E R E S U LTS P R E S E N T E D BY M A R C I N I A K A N D CO L L E AG U E S S U G G E ST T H AT
I B S - C M AY B E E Q U A L LY D E T R I M E N TA L T O A L L A G E G R O U P S .

”
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IRRITABLE BOWEL SYNDROME WITH DIARRHEA (IBS-D)
Irritable bowel syndrome with diarrhea (IBS-D) is a chronic gastrointestinal disorder characterized by recurrent abdominal
pain associated with diarrhea. Eluxadoline is a mixed opioid receptor agonist which has been approved for use in adult IBS-D
based on two important clinical trials titled IBS-3001 and IBS- 3002, where eluxadoline successfully met primary endpoints
- improving both abdominal pain and stool consistency over 26 weeks. Abstract P1147 analyzes patient responder versus
non-responder rates over four-week intervals using eluxadoline. The other abstract covered in this section by Brenner et
al. explores radar plotting as a tool to analyze the clinical efficacy of eluxadoline across multiple domains (not just primary
endpoints). Both IBS-D focused abstracts explored in this section are based on the IBS 3001 and 3002 clinical trials.

UEGW 2017. P1147. Clinical Response and Discontinuation Over Time in Phase 3 Trials of Eluxadoline for Irritable Bowel Syndrome
with Diarrhea
A. Marciniak et al.

Results: Of the 2423 patients in the pooled Phase 3 ITT population, 249 were classified as having severe IBS-D. Over Weeks 1–4, 26.8%
and 30.3% of patients with severe IBS-D were responders with eluxadoline 75 and 100 mg, respectively, vs 8.1% of patients on placebo
(Table). Higher proportions of patients were responders with eluxadoline vs placebo over each subsequent 4 week interval, with response
rates observed at Weeks 1–4 consistently maintained across all subsequent 4-week time intervals. With both eluxadoline and placebo,
proportions of responders discontinuing were <2% across each 4-week interval, and discontinuation rates in non-responders were higher
than in responders (Table). Similar findings were observed in the ITT analysis set: over Weeks 1–4, 22.7% and 24.6% of patients were
responders with eluxadoline 75 and 100 mg, respectively, vs 12.5% of patients on placebo. Over Weeks 21–24, 28.1% and 30.2% of patients
were responders with eluxadoline 75 and 100 mg, respectively, vs 20.1% on placebo. Discontinuation rates among responders with both
eluxadoline and placebo remained <1% across all 4-week time intervals.
Table: Patient response and treatment continuation from week 1 to week 24
Placebo (n=74)
Weeks

Eluxadoline 75 mg (n=86)

Eluxadoline 100 mg (n=89)

Responder, %

Non-Responder, %

Responder, %

Non-Responder, %

Responder, %

Non-Responder, %

C

C

C

C

C

C

DC

DC

DC

DC

DC

DC

1–4

8.1

0.0

89.2

2.7

25.6

1.2

68.6

4.7

29.2

1.1

58.4

11.2

5–8

18.9

1.4

73.0

6.8

30.2

0.0

55.8

14.0

31.5

1.1

49.4

18.0

9–12

18.9

0.0

63.5

17.6

31.4

0.0

52.3

16.3

30.3

1.1

47.2

21.3

13–16

16.2

1.4

63.5

18.9

30.2

0.0

52.3

17.4

27.0

0.0

48.3

24.7

17–20

24.3

0.0

50.0

25.7

33.7

0.0

40.7

25.6

37.1

0.0

37.1

25.8

21–24

14.9

1.4

54.1

29.7

30.2

1.2

39.5

29.1

29.2

1.1

38.2

31.5

C, patients continuing on treatment; DC, patients discontinuing from treatment

Conclusion: Proportions of responders with eluxadoline 75 and 100 mg were consistently higher vs placebo across all 4-week intervals in
the treatment period in patients defined as having severe IBS-D. Furthermore, discontinuation rates among patients showing a treatment
response remained consistently low compared to non-responders. However, as these analyses were conducted in a clinical trial setting, the
relatively high continuation rates in non-responders may not reflect the real-world situation. These findings suggest that eluxadoline has
sustained efficacy in treating the diarrhoea and abdominal pain associated with IBS-D, including in patients with severe and inadequately
managed symptoms.
CARE FACULTY PERSPECTIVE: This study by Marciniak and colleagues highlights an interesting possibility - that patients who will
respond to high doses of eluxadoline, will do so after 4 weeks of treatment and will likely continue to respond to week 24. This suggests that
physicians need not necessarily wait the typical twelve weeks of treatment to measure response when treating with high dose eluxadoline.
Worthy of further exploration is the question of whether the percent of responders may increase from week 4 to week 52. If the response
does increase, then it justifies keeping all patients, even non-responders on eluxadoline treatment past week 4. However, if there is no
further response beyond week 4 (to week 52), then non responders can be given a more effective therapy without waiting until week
twelve to confirm an inadequate response.

www.CAREeducation.ca
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ACG 2017. P2029. Using Radar Plots to Display Disparate Global Figure: Change in GSS from baseline to week 26: pain, stool
Effects of Eluxadoline in Patients With Irritable Bowel Syndrome consistency and composite endpoint
With Diarrhea
D. Brenner et al.

Results: The pooled intent-to-treat analysis set included 2423 pts.
Baseline characteristics were similar across treatment groups (Table).
Treatment with ELX improved responder proportions vs. PBO over
Weeks 1–26 for the composite endpoint,1stool consistency, urgencyfree days (≥50% and ≥75% of days), AR, and abdominal pain (≥30%,
≥40%, and ≥50% improvement vs. baseline). Changes from baseline
to Week 26 in GSS, abdominal discomfort, abdominal pain,
abdominal bloating, and number of BMs were greater with ELX vs.
PBO.
Table: Overall IBS QOL
Placebo
(n=809)

Eluxadoline 75
mg (n=808)

Eluxadoline
100 mg
(n=806)

Weekly stool
consistency, mean (SD)

6.24 (0.41)

6.25 (0.40)

6.25 (0.42)

Weekly abdominal pain,
mean (SD)

6.15 (1.53)

6.07 (1.53)

6.07 (1.51)

Weekly IBS-D GSS,
mean (SD)

2.85 (0.54)

2.78 (0.54)

2.83 (0.53)

Weekly abdominal
bloating, mean (SD)a

5.90 (2.08)

5.80 (2.03)

5.73 (2.06)

Weekly abdominal
discomfort, mean (SD)

6.33 (1.50)

6.28 (1.53)

6.21 (1.50)

Daily number of bowel
movements, mean (SD)

4.85 (2.51)

4.78 (2.53)

4.94 (3.61)

Daily urgency episodes,
mean (SD)

3.55 (2.40)

3.45 (2.21)

3.50 (3.25)

Figure: Change in GSS from baseline to week 26: pain, bloating,
discomfort and number of bowel movements

Patients who responded to the interactive voice response system items in
Spanish will not have been presented with the bloating item: placebo, n=670;
eluxadoline 75 mg, n=687; eluxadoline 100 mg, n=691
GSS, Global Symptom Score; IBS-D, irritable bowel syndrome with diarrhea; SD,
standard deviation

a

Conclusion: Presentation in radar plots facilitates interpretation
of efficacy data across multiple domains, demonstrating that
ELX treatment led to improvements vs. PBO across 13 endpoints
representing the range of symptoms experienced by IBS-D pts.

“

E LUX A D O L I N E T R E AT M E N T L E D TO I M P R OV E M E N TS VS . P B O AC R O SS 1 3
ENDPOINTS REPRESENTING THE RANGE OF SYMPTOMS EXPERIENCED BY
IBS-D PTS.

”
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CLINICAL ALGORITHM FOR IRRITABLE
BOWEL SYNDROME (IBS)

Figure: Algorithm for IBS Management
-Identify the predominant symptom
-Consider previous therapies, preferences and patient
expectations

1. Identify key patient
characteristics

As the treatment and diagnosis of functional gastrointestinal
disorders evolves, tools and protocols are also updated.

2. Educate and reassure
the patient

The irritable bowel syndrome algorithm included in this

-Name and explain the condition
-Provide reassurance

section covers the diagnosis and management of both
3. Optimise treatment

IBS-C and IBS-D framed for Canadian practice (lead authorconsideration of novel drugs, and strategies for 2017. This
algorithm builds on a CARE publication: Diagnosis and
Management of Chronic Constipation (Canadian Journal

Conservative
management

Paul Moayyedi). This guidance has been created with the

of Hepatology and Gastroenterology 2017- accessible
at www.CAREeducation.ca.

Lifestyle and dietary modifications
(usually tried before the pharmacological interventions and advanced
management strategies outlined below)
If no response or refractory to these measures, base the sequence of treatments on:
Predominant
symptom

P. Moayyedi et al.

Results: The key principles forming the foundation of this evidencesupported algorithm are: confidently naming and explaining an IBS
diagnosis for the patient, followed by assessment of key patient
characteristics likely to influence the choice of therapy, such as
predominant symptoms, and exploring the patient agenda and
preferences. Consultation should always include education and
reassurance with an explanatory model of IBS tailored to the
patient. Individualized lifestyle changes, dietary modifications,
pharmacological therapies, psychological strategies or a combination
of interventions may be used to optimize treatment for each patient.

Management targeted at predominant symptom
(order of use accoridng to ibs subtype)

IBS-D

UEG Journal 2017. Irritable Bowel Syndrome Diagnosis and
Management: A Simplified Algorithm for Clinical Practice

Positive
Diagnosis

1. Assess

Conduct a history and physical exam
Investigations should be minimal
If concerns exist for organic disease, conduct further investigations

2. Diagnose

If there are no concerns for organic pathology, give a POSITIVE
diagnosis of IBS

Quality of the
evidence

Diarrhoea
Loperamide
Eluxadoline
Cholestyramine
Ondansetron
Rifaximin

IBS-C

Constipation
Water-soluble fibre
Laxatives
Linaclotide
Lubiprostone
Prokinetics

IBS-M

4. Follow up

Figure: Algorithm for IBS Diagnosis
Patient presents with recurrent bothersome symptoms of abdominal
pain AND altered bowel habit (constipation, diarrhoea or both) for at
least 3 months

-Consider non-pharmacological and pharmacological
treatments based on the predominant symptom, patient
preferences and expectations

Individual patient
assessment

Preference and
availability

Bloating

Pain

Rifaximin
Antispasmodics
Eluxadoline
Eluxadoline
Low-FODMAP diet
TCAs
Probiotics
Psychological therapy
Bile acid sequestrants
Probiotics
Bloating

Pain

Linaclotide
Antispasmodics
Lubiprostone
Linaclotide
Low-FODMAP diet
SSRIs
Probiotics
Psychological therapy
Probiotics

Laxative

Loperamide user

Pain

Stop laxative

Stop loperamide
Low-FODMAP diet

Antispasmodics
SSRIs or TCAs
Psychological therapy
Probiotics

-Reassess at 4-8 weeks
-Assess relief, satisfaction, compliance and tolerability
strategies

Conclusion: The simple visual tools developed here navigate the
key stages to reaching a positive diagnosis of IBS, and provide
a stepwise approach to patient-centred management targeted
towards the most bothersome symptoms. Establishing a strong
patient-physician relationship is central to all stages of the patient
journey from diagnosis to effective management.

“

E STA B L I S H I N G A ST R O N G PAT I E N T- P H YS I C I A N R E L AT I O N S H I P I S C E N T R A L
TO A L L STAG E S O F T H E PAT I E N T J O U R N E Y F R O M D I AG N O S I S TO
E F F E C T I V E M A N AG E M E N T.

”
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Short bowel syndrome (SBS) is a malabsorption complication

UEGW 2017. P1286. Post Hoc Analysis of the Relationship Between
Plasma Citrulline and Parenteral Support Needs in Patients with
Short Bowel Syndrome with Intestinal Failure Receiving Teduglutide

caused by the removal of a section of small intestine- often

P. Jeppesen et al.

associated with the treatment of another gastrointestinal
disease (like IBD). The abstracts by Jappesen et al. explore
the treatment of SBS with teduglutide. One abstract seeks
to quantify the severity of intestinal failure associated
with SBS (SBS-IF) by using required parental support
volume, while the other explores plasma citrulline as a
biomarker for both remnant intestinal length and intestinal
absorptive function.

UEGW 2017. P1285. Patients with Short Bowel Syndrome Stratified
by Baseline Parenteral Support Volume: Post Hoc Analysis of the
Clinical Effect of Teduglutide

Results: In the TED arm (n=42), plasma citrulline levels at baseline
were significantly correlated with remnant small bowel length
(R2=0.14; P=0.02; n=36) but not with baseline PS volume (R2=0.03;
P=0.30; n=39). The correlation between baseline plasma citrulline
and plasma citrulline change at Week 24 was significant (R2=0.80;
P=<0.0001; n=39). No correlation was found between change in
plasma citrulline levels and change in PS volume at Week 24 with
TED (R2=0.05; P=0.16; n=39). When patients were analysed by bowel
anatomy subgroups, significant increases in plasma citrulline were
seen with TED but not placebo (Table).
Table: Mean (SD) Change From Baseline at Week 24 in PS Volume
and Plasma Citrulline Stratified by Bowel Anatomy
No Colon,
Stoma Present,
No Colon-inContinuity

P. Jeppesen et al.

Results: The predominant diagnosis leading to SBS-IF in Group I
(12/28; 43%) and Group II (15/41; 37%) was vascular gut complications;
in Group III (8/16; 50%), Crohn’s disease. Baseline PS volume and
TED-induced volume reduction (% change) at Week 24 was highest
in Group III (Table). Evaluation of individual patient response
showed a close, linear, and significant correlation between absolute
PS volume reduction at Week 24 in relation to TED treatment and
daily volume at baseline (y= -0.387x+90.03, R 2=0.61; P<0.0001);
no significant correlation was observed in the placebo group
(y= -0.06x-220.15, R 2=0.02; P=0.36). Adverse events were reported
by 93% (Group I), 80% (Group II), and 71% (Group III) of TED patients.
Table: Baseline PS Volume and Percent Change at Week 24
Baseline PS Volume
≤9 L/week

>9–≤18 L/week

>18 L/week

Mean (SD)
PS Volume,
Actual Based

TED
(n=15)

PBO
(n=13)

TED
(n=20)

PBO
(n=21)

TED
(n=7)

PBO
(n=9)

Baseline, mL/
day

806.9
(328.11)

856.1
(310.24)

1791.8
(338.33)

1870.2
(408.27)

3826.1

3527.4

Change at
Week 24, %

-28.5
(18.45)*

-29.2
(35.49)†

-33.5
(20.97)‡

-19.1
(20.40)‡

-36.7
(13.97)

-14.9
(17.07)§

PBO=placebo.
*n=13; †n=12; ‡n=19, §n=8.

Conclusion: Higher baseline PS volume in patients with SBSIF correlates with greater absolute reduction in PS volume with
TED treatment.

Mean (SD)
Change at
Week 24

≥50% Colon,
No Stoma,
Colon-inContinuity

Other Bowel
Anatomies

TED
(n=17*)

PBO
(n=16†)

TED
(n=18)

PBO
(n=20)

TED
(n=7)

PBO
(n=7‡)

–919
(644)§

–340
(436)

–355
(306)

–327
(349)

–728
(532)

–297
(498)

–40
(18)||

–19
(29)

–23
(16)

–24
(22)

–40
(19)

–19
(31)

µM

30.1
(18.9)§

2.2
(6.9)

11.8
(9.9)§

0.8
(5.3)

24.0
(20.9)§

-2.7
(7.6)

%

138
(50)§

8 (31)

87
(63)§

21 (71)

116
(85)§

-1 (40)

PS Volume
mL/day
%
Citrulline

PBO=placebo.
*n=14 with data; †n=13 with data; ‡n=6 with data; §P≤0.01; ||P<0.05.

Conclusion: Plasma citrulline may serve as a marker of remnant small
bowel length in patients with SBS-IF, but plasma citrulline does not
predict PS volume reductions with TED. Plasma citrulline changes
with TED may reflect increased enterocyte mass.
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INFLAMMATORY
BOWEL DISEASE (IBD)
ULCERATIVE COLITIS (UC)
Real-world observational studies like the SIGENP-IBD Registry and INSPIRADA can provide valuable insight into the
effectiveness and safety of established therapies. SIGENP-IBD and INSPIRADA report outcomes of adalimumab therapy
in cohorts of children and adults, respectively, with ulcerative colitis. To explore the evolution of the INSPIRADA trial from
2016 to 2017 reference the CARE Perspectives from ACG/UEGW 2016, online at www.CAREeducation.ca.

UEGW 2017. P1067. Efficacy and Safety of Adalimumab After
Infliximab Failure in Pediatric Ulcerative Colitis: A Real-Life
Experience from the SIGENP-IBD Registry
M. Aloi et al.

Introduction: The objective of the present study was to evaluate
the effectiveness and safety of adalimumab (ADA) in children with
ulcerative colitis (UC) who experienced previous infliximab (IFX)
failure or intolerance.
Aims & Methods: This retrospective study included all children with
UC from a national pediatric registry who received ADA therapy. The
primary endpoint was the rate of corticosteroid (CS) free remission
(PUCAI<10) at week 52. Secondary outcomes were: the rate of
continuous clinical response and remission, primary non-response
and loss of response at Weeks 12, 30, and 52 and rate of mucosal
healing (MH) at week 52.
Results: A total of 32 children with UC received ADA (median
age 10±4years). Median disease duration before ADA therapy
was 27 months. All patients received previous IFX therapy (43%
intolerant, 50% not-responders, 7% positive anti-IFX antibodies).
Fifty-two weeks after ADA initiation 13 patients (41%) were in CSfree remission. MH occurred in 9 patients (28%) at 52 week. The
cumulative probability of clinical relapse-free course was 69%, 59%
and 53% at 12, 30 and 52 weeks, respectively. Ten patients (31%)
had a primary failure and 5 (15%) loss of response to ADA. No
significant differences in terms of efficacy were reported between
not-responders and intolerant to IFX (p=1.0). Overall, 19 patient (59%)
maintained ADA therapy during 52-week follow-up. Seven patients
(22%) experienced an adverse event. No serious side effects were
observed and none resulted in ADA discontinuation.
Conclusion: In this cohort of children with UC ADA had a favorable
short- and long-term efficacy, allowing to recover a significant
percentage of patients intolerant or not-responding to IFX.
The efficacy was not related to the cause of IFX discontinuation
(intolerance/failure). Overall, the safety profile was good. Larger,
prospective, controlled trial with longer follow-up should be
suggested to better clarify the role of ADA in pediatric UC.
CARE FACULTY PERSPECTIVE: These results confirm ADA as
an effective and well tolerated therapy for children with ulcerative
colitis. It will be of interest to learn whether ADA dose optimization
can yield even better results. As the authors suggest, long term
follow up in this and other cohorts will be useful to demonstrate the
durability of response in pediatric UC.

UEGW 2017. P0386. Effect of Adalimumab on Clinical and HealthRelated Quality of Life Outcomes by Disease Severity and Prior
Tumour Necrosis Factor Inhibitor Use in Patients with Ulcerative
Colitis in a Clinical Practice Setting: Subgroup Analyses from
INSPIRADA
S. Travis et al.

Introduction: Adalimumab (ADA) has been shown to improve clinical
outcomes and health-related quality of life (HRQoL) significantly
in patients (pts) with ulcerative colitis (UC) in a clinical practice
setting. Evidence is limited about benefits of ADA among UC pts
with different characteristics.
Aims & Methods: The aim was to examine clinical and HRQoL effects
of ADA in pts with UC based on disease severity and prior use of
tumour necrosis factor inhibitor (TNFI). InspirADA details have been
presented.1 Pts received ADA 160/80 mg at week (wk) 0/2 followed
by ADA 40 mg eow at wks 4 through 26. Pts who did not respond to
ADA by wk 8 were to discontinue. Pts who lost response at or after
wk 8 could escalate to ADA 40 mg weekly. UC pts were categorized
into subgroups based on physician global assessment (PGA) of
disease severity (moderate [baseline PGA=2] vs severe [baseline
PGA=3]) and previous TNFI use (naïve vs experienced). Proportions
of pts with Simple Clinical Colitis Activity Index (SCCAI) response
(defined as a decrease of ≥2 points vs baseline) and remission
(defined as an SCCAI ≤2) were calculated for each cohort at wks 2,
8 and 26. Change from baseline in HRQoL outcomes was calculated,
including Short Inflammatory Bowel Disease Questionnaire
(SIBDQ), European Quality of Life-5 Dimensions-5 Level
(EQ-5D-5L), Treatment Satisfaction Questionnaire for Medication
(TSQM) and Work Productivity and Activity Impairment (WPAI).
Missing data were imputed using nonresponder imputation for
response/remission and last observation carried forward for all other
outcomes. Comparisons of remission rate (using logistic regression)
and HRQoL outcomes (using linear regression) were conducted in
moderate vs severe UC and in TNFI naïve vs experienced cohorts.
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Results: Among pts with moderate UC (n=386) and severe UC
(n=74), SCCAI response rates were 74.6% vs 74.3%, 80.1% vs 71.6%,
and 67.1% vs 64.9% at wk 2, 8, 26, respectively. Although remission
rates were similar between moderate and severe pts at wk 26
(49.5% vs 40.5%, p=0.16), ADA provided greater disease control
for moderate pts at wk 2 (29.8% vs 9.5%, odds ratio [OR] 4.1, 95%
confidence interval [CI] 1.8–9.1; p<0.001) and wk 8 (52.3% vs 31.1%,
OR 2.4, 95% CI 1.4–4.4; p=0.01) compared to severe pts (Table).
The rate of dose escalation (ADA 40mg weekly) was 28.0% in
moderate and 28.4% in severe UC pts. HRQoL outcomes were similar
between the moderate and severe cohorts. Among pts who were
naïve (n=389) and those experienced to TNFIs (n=72), response
rates were 74.0% vs 76.4%, 79.2% vs 75.0%, and 66.3% vs 68.1% at
wk 2, 8, 26, respectively. No significant difference was observed in
remission rates for naïve vs experienced pts at wk 2 (28.0% vs 19.4%,
p=0.43) and wk 26 (49.4% vs 41.7%, p=0.39), but naïve pts showed a
significantly higher remission rate than those experienced to TNFIs
at wk 8 (52.2% vs 31.9%, OR 2.1, 95% CI: 1.2–3.7; p<0.001). The rate of
dose escalation was 26.5% in naïve pts vs 36.1% in experienced pts
(p=0.09). In general, HRQoL outcomes were similar between naïve
and experienced TNFI pts.

While the current treatment of IBD has proven highly

Table: Remission rate by disease severity and previous use of TNFIs

UEGW 2017. OP095. Tofacitinib, an Oral Janus Kinase Inhibitor,
in the Treatment of Ulcerative Colitis: Open-Label, Long-Term
Extension Study

Remission
rate, n (%)

Moderate UC
(n=386)

Severe UC
(n=74)

Odds ratio
(95%CI)*

P value

Wk 2

115 (29.8%)

7 (9.5%)

4.06 (1.819.12)

<0.001

Wk 8

202 (52.3%)

23 (31.1%)

2.43 (1.434.40)

0.001

Wk 26

191 (49.5%)

30 (40.5%)

1.44 (0.872.38)

0.16

Remission
rate, n (%)

Naïve to TNFIs
(n=389)

Experienced
to TNFIs
(n=72)

Adjusted
odds ratio
(95%CI)*

P value

Wk 2

109 (28.0%)

14 (19.4%)

1.30 (0.682.51)

0.43

Wk 8

203 (52.2%)

23 (31.9%)

2.09 (1.193.65)

0.01

Wk 26

192 (49.4%)

30 (41.7%)

1.26 (0.752.11)

0.38

*Comparison between naïve and experienced groups was adjusted for baseline SCCAI. Because
baseline SCCAI is highly correlated with PGA, adjustment for baseline SCCAI in moderate and
severe UC pts defined by PGA was not performed.

Conclusion: ADA treatment achieved clinically relevant rates of
SCCAI response and remission even in pts who had severe UC and
those who were more treatment-refractory (experienced to TNFIs),
in clinical practice. In addition, ADA was associated with greater
disease control in the induction period for pts with moderate than
severe UC and for naïve pts than those experienced to TNFIs.
CARE FACULTY PERSPECTIVE: These prospective data confirm
the efficacy of ADA for treatment of UC. While initial response rates
were lower in patients with more severe disease and with prior
failure of a TNFα antagonist, response rates were similar across all
subgroups by week 26. This protocol allowed dose optimization,
which may have helped to achieve favourable rates of response
and remission.

effective, there remains patients who do not tolerate, fail to
respond or lose response to existing therapies. Innovative
therapies with novel mechanisms of action are needed
both as first-line alternatives and as rescue therapy. An
abstract by G. Lichtenstein et al explores tofacitinib as an
oral UC treatment option, while the study by B. Feagan et
al presents a post hoc analysis of vedolizumab (an update
on the GEMINI 1 trial). To explore how the storylines
for tofacitinib and vedolizumab treatment in IBD have
evolved, reference the CARE Perspectives from ACG/
UEGW 2016, accessible online at www.careeducation.ca.
Here, Sandborn et al also report on the treatment of UC
with ozanimod, an oral S1P receptor modulator, which has
shown promise in the treatment of Crohn’s disease (CD) in
addition to UC.

G. Lichtenstein et al.

Introduction: Tofacitinib is an oral, small molecule Janus kinase
inhibitor that is being investigated for ulcerative colitis (UC). The
efficacy and safety of tofacitinib was demonstrated as induction
and maintenance therapy in three Phase 3, randomised, placebocontrolled studies (OCTAVE Induction 1, NCT01465763; OCTAVE
Induction 2, NCT01458951; OCTAVE Sustain, NCT01458574) in
patients (pts) with moderate to severe UC.
Aims & Methods: We present interim safety and efficacy data
up to 3 years of treatment (as of 08 July 2016) from an ongoing
Phase 3, multicentre, open-label, long-term extension study (OLE,
NCT01470612) in pts who had completed or demonstrated treatment
failure in OCTAVE Sustain, or who were non-responders after
completing OCTAVE Induction 1 or 2. Eligibility for this study was
determined based on Week (Wk) 8 data from OCTAVE Induction 1
& 2, or Wk 52 data (for completers) or early termination data from
OCTAVE Sustain. Pts who were in remission at Wk 52 of OCTAVE
Sustain were assigned to tofacitinib 5 mg twice daily (BID); all others
were assigned 10 mg BID. At Month 2, all pts underwent endoscopy,
and non-responders from induction were mandated to withdraw
if they did not show evidence of clinical response. Remission was
defined by a Mayo score ≤2 with no individual subscore >1, and rectal
bleeding subscore of 0. Binary efficacy endpoints were derived from
Mayo score based on local-read endoscopic subscore.
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Results: Table: Summary of safety and efficacy in OLE study
Tofacitinib
5 mg BID
(N=156)

Tofacitinib
10 mg BID
(N=758

Total
(N=914)

AEs due to study drug

4 (2.6)

19 (2.5)

23 (2.5)

Due to insufficient clinical
response†

7 (4.5)

276 (36.4)

283 (31.0)

AEs

101 (64.7)

562 (74.1)

663 (72.5)

SAEs

11 (7.1)

84 (11.1)

95 (10.4)

Severe AEs

7 (4.5)

64 (8.4)

71 (7.8)

Infections AEs (SOC)

62 (39.7)

317 (41.8)

379 (41.5)

GI AEs (SOC)

38 (24.4)

270 (35.6)

308 (33.7)

Serious infections AEs

4 (2.6)‡

14 (1.8)§

18 (2.0)

Malignancies excluding NMSC*

0 (0)

9 (1.2)††

9 (1.0)

NMSC*

1 (0.6)

6 (0.8)

7 (0.8)

Discontinuations, n (%)

UEGW 2017. OP096. Safety and Efficacy of Long-Term Treatment
with Ozanimod, an Oral S1P Receptor Modulator, in Moderate
to Severe Ulcerative Colitis: TOUCHSTONE Extension 2-Year
Follow-Up
W. Sandborn et al.

TEAEs,¶ n (%)

Efficacy endpoints (FAS, as observed)
Remission at Month 2, n/N1 (%)

119/146
(81.5)

183/665
(27.5)

302/811
(37.2)

Remission at Month 12, n/N1 (%)

59/72 (81.9)

235/382
(61.5)

294/454
(64.8)

Remission at Month 24, n/N1 (%)

7/8 (87.5)

93/134 (69.4)

100/142
(70.4)

Mucosal healing at Month 2,
n/N1 (%)

135/150
(90.0)

272/679
(40.1)

407/829
(49.1)

Mucosal healing at Month 12,
n/N1 (%)

67/73 (91.8)

285/391
(72.9)

352/464
(75.9)

Mucosal healing at Month 24,
n/N1 (%)

8/8 (100.0)

112/141 (79.4)

120/149
(80.5)

†, AEs of worsening of UC leading to discontinuation were designated as insufficient clinical
response; ¶, All causalities; ‡, Two cases were reported as severe (one appendicitis, one
gastroenteritis norovirus); §, Four cases were reported as severe (two appendicitis, one
arthritis bacterial, one atypical pneumonia); *, Adjudicated events; ††, Malignancy (number of
cases): cervical dysplasia (1), hepatic angiosarcoma (1), essential thrombocythaemia (1), acute
myeloid leukaemia (1), cholangiocarcinoma (1), cutaneous leiomyosarcoma (1), Epstein-Barr
virus associated lymphoma (1), renal cell carcinoma (1), adenocarcinoma of colon (1);
Remission was defined as a Mayo score ≤2 with no individual subscore >1, and rectal bleeding
subscore of 0; Mucosal healing was defined by a Mayo endoscopic subscore ≤1;
AE, adverse event; FAS, full analysis set; GI, gastrointestinal; n, number of patients with the
specified response within the given category; N, number of randomised patients in the total
population; N1, number of patients in the specified category with non-missing values; SAEs,
serious adverse events; SOC, system organ class; TEAEs, treatment-emergent adverse events;
UC, ulcerative colitis.

Conclusion: In pts with moderate to severe UC who remained in the
OLE study, no new safety concerns emerged compared with those
observed with tofacitinib in rheumatoid arthritis. The efficacy results
from this OLE study support sustained efficacy with both tofacitinib
5 and 10 mg BID.
CARE FACULTY PERSPECTIVE: Tofacitinib is currently under
review by regulatory agencies, and may soon be approved for
treatment of ulcerative colitis. Orally administered therapies have
great appeal to patients, but long-term efficacy and safety also
need careful consideration. These data demonstrate that the safety
of tofacitinib in patients treated for UC for up to 3 years is similar
to that seen in patients with rheumatoid arthritis, for which this
agent is already approved. It is reassuring that no new safety signals
were seen.

Introduction: Ozanimod, an oral, once-daily immunomodulator
designed to selectively target S1P 1R and S1P5R , has demonstrated
clinical efficacy in ulcerative colitis (UC) for induction and
maintenance therapy in the TOUCHSTONE trial (Sandborn NEJM
2016). The objective of the open-label extension (OLE) of the
TOUCHSTONE trial is to evaluate the long-term efficacy and safety
of daily 1 mg ozanimod in patients with moderate to severe UC
who had initially participated in the TOUCHSTONE trial for up to
32 weeks.
Aims & Methods: A total of 197 patients were randomized (1:1:1)
and treated with daily ozanimod 0.5 mg (n=65), 1 mg (n=67), or
placebo (n=65) in the TOUCHSTONE trial. Of the initial 197 patients
randomized, 170 (86%) entered the OLE and received daily ozanimod
1 mg. As of the data cut-off in March 2017, 100 (58.8%) had efficacy
evaluations reported through Week 92; of these 100 patients, 94
(55.3%) had received ozanimod 1 mg/day in the OLE for ≥2 years.
Efficacy data are reported as observed through Week 92 and safety
includes all events through the data cut-off of March 2017.
Results: At entry into the OLE, the partial Mayo Score (pMS) for
patients on placebo, ozanimod 0.5 mg, and 1.0 mg was 4.6, 4.5,
and 3.3 respectively, which improved significantly by OLE Week
8 (–2.3, –1.9 and –1.1), with the greatest improvement reported in
patients who had received placebo or ozanimod 0.5 mg in the
TOUCHSTONE trial.
At the Week 92 visit in the OLE, 91/100 (91.0%) had little or no
active disease based on the physician global assessment (PGA 0
or 1), 97/100 (97.0%) had little or no blood in their stools (rectal
bleeding subscore [RBS] 0 or 1), 86/100 (86.0%) had no blood in the
stools (RBS 0).
Adverse events (AEs) and serious AEs were reported in 85 (50.0%)
and 20 (11.1%) of patients respectively. The most common AEs (>2.0%)
during OLE were UC flare, anaemia, nausea, upper respiratory tract
infection, nasopharyngitis, back pain, arthralgia, headache, alanine
aminotransferase (ALT) or aspartate aminotransferase (AST)
elevation and hypertension. The only serious AEs in ≥2 patients
were anaemia, and ulcerative colitis flare. ALT and AST >3x upper
limit of normal (ULN) occurred in 5 (2.9%) of the 170 patients in
the OLE. All elevations were asymptomatic, <5xULN, transient, and
resolving while receiving continued treatment.
Conclusion: Long-term treatment with ozanimod continues to be
safe and well tolerated with good compliance and evidence of
durable efficacy.
CARE FACULTY PERSPECTIVE: A number of orally administered
therapies with novel mechanisms of action are in late stage clinical
trials. Ozanimod demonstrated efficacy for treatment of UC in
the TOUCHSTONE trial, but these additional efficacy from longerterm open-label follow-up are reassuring, with no new safety
signals observed.
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UEGW 2017. OP097. Vedolizumab Demonstrates Early Symptomatic Improvement in Ulcerative Colitis: A GEMINI 1 Post Hoc Analysis
B. Feagan et al.

Introduction: Vedolizumab (VDZ) achieves long term clinical remission and mucosal healing in patients with moderately to severely active
ulcerative colitis (UC). Rapid symptomatic relief of rectal bleeding (RB) and stool frequency (SF) remain important treatment goals for
patients and key indicators of remission for physicians in clinical practice. We aimed to characterize early symptomatic response with VDZ,
specifically evaluating the timing of RB and SF improvement.
Aims & Methods: We assessed symptomatic improvement with VDZ through post hoc analysis of GEMINI 1 data. Patients with active UC
were randomised to receive double-blind placebo (PBO) or VDZ at weeks (wks) 0 and 2 during the 6-wk induction phase (intent-to-treat
population). Mayo clinic subscores of SF and RB were evaluated at 0, 2, 4, and 6 wks. Mean subscores and mean percent change from
baseline (BL) were reported for the overall population and in those who were tumour necrosis factor antagonist (anti-TNF) naïve. The
percentages of patients who reached SF subscore ≤1 and/or RB subscore of 0 were also determined.
Results: Table: Stool frequency and rectal bleeding subscores in overall and anti-TNF-naïve populations
Anti-TNF-Naïve
PBO n=76

Overall ITT
VDZ n=130

PBO n=149

VDZ n=225

SF subscore % change from BL, mean (95% CI )
a

Week 2b

-5.0 (-15.7, 5.7)

-19.9 (-28.0, -11.8)

-6.4 (-14.2, 1.5)

-12.3 (-18.6, -6.0)

Week 4

-0.4 (-12.8, 11.9)

-35.7 (-45.2, -26.2)

-9.9 (-19.5, -0.3)

-23.5 (-31.2, -15.7)

Week 6d

-12.0 (-23.4, -0.6)

-36.5 (-45.0, -28.0)

-12.4 (-20.8, -4.0)

-25.0 (-31.6, -18.3)

c

RB subscore % change from BL, mean (95% CIa)
Week 2e

-19.8 (-32.3, -7.3)

-29.8 (-39.2, -20.4)

-20.7 (-29.4, -12.1)

-28.6 (-35.5, -21.6)

Week 4f

-28.0 (-40.8, -15.3)

-45.6 (-55.4, -35.9)

-29.6 (-38.4, -20.7)

-42.3 (-49.5, -35.1)

Week 6

-27.1 (-38.7, -15.4)

-59.0 (-67.6, -50.3)

-26.8 (-36.3, -17.3)

-49.5 (-57.0, -41.9)

g

Patients, %
PBO n=76

VDZ n=130

%-diff from PBO
(95% CI)h

Patients, %
PBO n=149

VDZ n=225

%-diff from PBO
(95% CI)h

SF subscore ≤1
Week 2

22.4

44.6

22.2 (9.6, 34.9)

28.9

36.0

7.1 (-2.5, 16.7)

Week 4

22.4

46.2

23.8 (11.1, 36.5)

30.2

38.7

8.5 (-1.3, 18.2)

Week 6

21.1

53.1

32.0 (19.5, 44.6)

30.9

45.3

14.5 (4.6, 24.3)

RB subscore = 0
Week 2

18.4

30.8

12.3 (0.6, 24.1)

21.5

29.8

8.3 (-0.6, 17.2)

Week 4

27.6

37.7

10.1 (-3.0, 23.1)

28.2

36.9

8.7 (-0.9, 18.3)

Week 6

26.3

49.2

22.9 (9.8, 36.0)

28.9

45.3

16.5 (6.7, 26.2)

SF subscore ≤1 and RB subscore = 0
Week 2

6.6

22.3

15.7 (1.6, 29.5)

10.1

19.1

9.0 (2.0, 16.1)

Week 4

13.2

31.5

18.4 (7.4, 29.4)

14.8

28.0

13.2 (5.1, 21.4)

Week 6

13.2

40.8

27.6 (16.2, 39.0)

16.8

33.8

17.0 (8.4, 25.6)

Abbreviations: anti-TNF, tumour necrosis factor antagonist; BL, baseline; CI, confidence interval; diff, difference; ITT, intent-to-treat; PBO, placebo; RB, rectal bleeding; SF, stool frequency;
VDZ, vedolizumab.
a
Non-overlapping 95% CI indicates statistical significance at a nominal significance level of 0.05.
b
Anti-TNF naïve, n/SF score BL: PBO, 67/2.4; VDZ, 118/2.3; Overall ITT: PBO, 131/2.4; VDZ, 206/2.3.
c
Anti-TNF naïve, n/SF score BL: PBO, 65/2.4; VDZ, 109/2.3; Overall ITT: PBO, 126/2.4; VDZ, 192/2.3.
d
Anti-TNF naïve, n/SF score BL: PBO, 64/2.5; VDZ, 114/2.2; Overall ITT: PBO, 125/2.5; VDZ, 199/2.3.
e
Anti-TNF naïve, n/RB score BL: PBO, 65/1.8; VDZ115/1.8; Overall ITT: PBO, 127/1.8; VDZ, 196/1.8.
f
Anti-TNF naïve, n/RB score BL: PBO, 63/1.8; VDZ, 107/1.8; Overall ITT: PBO, 122/1.8; VDZ, 184/1.8.
g
Anti-TNF naïve, n/RB score BL: PBO, 62/1.7; VDZ112/1.8; Overall ITT: PBO, 122/1.7; VDZ, 190/1.8.
h
Lower 95% CI limits above 0 indicate statistical significance at a nominal significance level of 0.05.

Conclusion: Symptomatic improvements were achieved with VDZ as early as wk 2, with greater differences from PBO observed in antiTNF-naïve patients. Taken together, these results highlight the rapid onset of VDZ in UC; however, assessing clinical efficacy at wk 14 and
beyond for those who exhibit a more gradual response should be used to inform clinical practice.
CARE FACULTY PERSPECTIVE: It can be argued that UC is a chronic condition, and that durable long-term efficacy is of greater importance
than time to response. However patients value prompt resolution of symptoms, and early disease control can avert hospitalization and
even surgery in patients at increased risk. These data show that vedolizumab can improve symptoms within two weeks of starting therapy,
particularly in patients who are naïve to anti-TNFα therapy.
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PERSPECTIVES - ACG/UEGW 2017

CROHN’S DISEASE (CD)
Drug registries and clinical trials reveal information about

UEGW 2017. OP017. Treat to Target for Crohn’s Disease with
Adalimumab Treatment is Cost Effective Over 48 Weeks: An
Economic Assessment of the CALM Trial

therapies over time, making them particularly useful for

R. Panaccione et al.

long-term efficacy, safety, sustainability and economic Results: At week 0, in the T2T cohort (n=122), 73.0% were in moderate
data. Such analysis can be advantageous when exploring and 27.0% were in severe state; for the MC cohort (n=122), 75.4%,
the treatment of a chronic disease, and Crohn’s disease (CD) 23.8%, and 0.8% were in moderate, severe, and very severe states,
is no exception.
The treat to target approach (T2T) using biomarkers in
moderate to severely active CD is explored in the CALM trial.
The abstract by Colombel et al. reports endoscopic outcomes
(as well as hospitalizations and serious disease-related
complications) in CD patients who were managed by either
T2T with tight control using biomarkers (C-reactive protein
and fecal calprotectin), or standard clinical management
(CM). The abstract by Panaccione et al. explores economic
considerations and cost-effectiveness associated with the
T2T approach in CD as it compares to CM.

ACG 2017. 73. A Treat to Target Approach Decreases the Rate
of CD-Related Adverse Outcomes versus a Clinical Approach in
Patients with Moderate to Severely Active Crohn's Disease: Data
From CALM
J. Colombel et al.

Results: A total of 244 pts were randomized 1:1 to T2T and CM. BL
mean ± SD age was 31.6 ± 11.7 years and 57.8% were female. The rate
of CD-related hospitalizations after randomization was significantly
lower with T2T compared to CM. The rate of CD-related surgical
procedures and the proportion of pts with CD-related hospitalization
or serious complication were numerically lower in T2T compared to
CM. The risk of CD-related hospitalization or serious complication
was numerically lower with T2T than CM: HR=0.7, 95% CI 0.4-1.3,
P=0.249.
Conclusion: A T2T approach using tight control of inflammation
by biomarkers leads to a reduction of major adverse outcomes
indicative for a detrimental course of disease, including CD-related
hospitalizations. A longer study is needed to confirm these findings.
CARE FACULTY PERSPECTIVE: This study is extremely important
because it demonstrates that early intervention and treating to
markers of inflammation and not symptoms, can impact hard
outcomes such as hospitalization, even in an early patient population.
Hospitalization is a major driver of morbidity and cost in Crohn’s
disease and strategies that can impact hospitalization in this patient
population are always welcomed.

respectively. Over the 48 weeks, T2T was associated with higher
remission rate (62.1% vs 47.3%), fewer CD-related hospitalizations
(mean 0.13 vs 0.28), and more ADA injections (mean 30.87 vs 24.72)
than CM. Total medical costs were £13,296 in the T2T and £12,627
in the CM treatment algorithms; 0.684 QALYs were observed for
T2T and 0.652 for CM (table). T2T had 0.032 higher QALYs (95%
confidence interval [CI]: 0.042 to 0.021) and £669 higher total
medical costs (95% CI: £2,529 to -£1,994).The ICER was £20,913
per QALY (95% CI: £94,116 to -£61,457 [TC dominant]), which was
below the National Institute for Health and Care Excellence (NICE)
threshold of £30,000. Analyses that included WPAI data from the
trial also favoured the T2T treatment algorithm. Results were robust
in the sensitivity analyses.
Table: Economic outcomes and cost-effectiveness of treat to target
versus clinical management using the CALM trial
Outcomes

Treat to target
(T2T) (n=122)

Clinical
management
(CM) (n=122)

Incremental
(T2T – CM)

Hospitalizations*

0.13

0.28

-0.15

Remission rate**

62.1%

47.3%

14.8%

ADA doses

30.87

24.72

6.15

Hospitalization costs*

£1,128

£2,398

-£1,270

Other direct
medical costs

£1,298

£1,524

-£226

ADA dose costs

£10,870

£8,705

£2,165

Total medical costs

£13,296

£12,627

£669

QALYs

0.684

0.652

0.032

ICER (cost per QALY)

£20,913

*CD-related hospitalization; ** Average remission rate over 48 weeks

Conclusion: In an economic model using clinical data from the
CALM trial, T2T appears cost-effective compared to CM even after
considering higher drug costs, by providing increases in remission,
decreases in CD-related hospitalization and improvements in quality
of life for patients with CD.
CARE FACULTY PERSPECTIVE: Although a tight control strategy
leads to increased drug utilization and leads to increased drug costs,
it is associated with improvement in patient quality of life. There is
value in tight control strategy even when looking at direct medical
costs. This value is likely underestimated because it does not take
into account indirect medical costs such as time off work, school
or disability.
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The PYRAMID registry is an international, multi-center, non-interventional, post marketing registry for assessing the
long-term safety and effectiveness of adalimumab (ADA) in clinical practice. Abstract P466 by Loftus et al. reports the
long-term efficacy of adalimumab in adult patients who were ADA treatment naïve (before registry enrollment) with
moderate to severe CD. Abstract P466 represents the final data from PYRAMID in this patient cohort and includes (up
to) 6 years of patient follow-up data. The abstract by Reinisch et al. reports the effectiveness of ADA monotherapy
versus ADA combination therapy with immunomodulators (IMMs). Abstract P1297 represents a post hoc analysis of
patients with moderate to severe CD enrolled in PYRAMID.

ACG 2017. P466. Adalimumab Long-Term Effectiveness in
Adalimumab-Naive Patients with Crohn's Disease: Final Data from
PYRAMID Registry

ACG 2017. P1297. PYRAMID Registry: Long-term Safety and
Effectiveness of Adalimumab by Baseline Immunomodulator Use
in Patients With Crohn's Disease

E. Loftus et al.

W. Reinisch et al

Results: Among 5025 pts evaluated in the registry, 2057 (40.9%)
were ADA-naive. Of these, 1199 pts (58.3%) were female; mean
age 37.1 years at enrollment. Mean Â±SD ADA exposure for the
ADA-naive subgroup during the registry was 1118.5Â±842.3 days. A
total of 1082 pts (52.6%) had prior exposure to at least 1 anti-TNF/
biologic; 853 (41.5%) and 831 pts (40.4%) used immunomodulators
and corticosteroids, respectively, at enrollment. Mean PGA score and
SIBDQ as well as WPAI domains improved in ADA-naive pts from
enrollment to 1 year and were sustained for up to 6 years. No new
safety signals were identified in the registry.

Results: At BL, 3227/5025 pts (64.2%) were receiving ADA mono
(58.1% female; median age, 36.0 yrs; median CD duration, 8.4 yrs)
and 1798/5025 pts (35.8%) were receiving ADA+IMM (55.3% female;
median age, 35.0 yrs; median CD duration, 8.8 yrs). Mean±SD
duration of ADA exposure during the registry was similar for ADA
mono (1179.6±837.8 days) and combo groups (1271.4±828.0 days).
BL mean±SD HBI was 5.6±5.0 and 5.8±5.0 for ADA mono or combo,
respectively). One year after enrolment, approximately 70% of pts
in ADA mono and combo groups achieved remission, with similar
rates sustained over time during PYRAMID in the subgroups. Rates
of registry TEAEs were similar between the subgroups. Numerically
higher proportion of pts with ≥1 event of any AE, serious infections,
AEs leading to discontinuation, and significantly more pts with ≥1
serious AEs were seen for combo vs mono groups. Malignancy rates
were 0.7 E/100 PY (n[%] = 62[1.9]) in the ADA mono group and 1.0
E/100 PY (n[%] = 54[3.0]) in the combo group. Non-melanoma skin
cancer incidence rates were significantly higher in the combo group.
Rates of lymphoma were similar between the subgroups.

Conclusion: At 1 year after entering the international postmarketing
registry of ADA use in routine clinical practice, clinically meaningful
improvements in disease activity, work productivity, and activity
impairment were achieved in ADA-naive pts with moderately to
severely active CD. These improvements were maintained for up to
6 years of the registry among the pts who remained in the study.
CARE FACULT Y PERSPECTIVE: This data demonstrates the
robustness of adalimumab across multiple domains that are
important to a variety of stakeholders over time. The key is to drive
patients into remission early because if we are able to do this the
sustainability of the benefit over time is very good.

Conclusion: Long-term effectiveness of ADA in pts with moderately
to severely active CD enrolled in PYRAMID was similar for those
treated with ADA mono or combo therapy at registry entry.
Exposure-adjusted malignancy rates tended to be higher in pts
treated with ADA combo therapy.

“

T H I S DATA D E M O N ST R AT E S T H E R O B U ST N E SS O F A DA L I M U M A B AC R O SS
M U LT I P L E D O M A I N S T H AT A R E I M P O R TA N T TO A VA R I E T Y O F S TA K E H O L D E R S
OVER TIME.

”
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The CELEST study is a multicenter, randomized, double blind, placebo controlled analysis of upadacitinib (UPA) for
the induction of remission in patients with moderately to severely active CD who have inadequately responded (or are
intolerant) to Immunomodulators or anti-TNF therapy. The abstracts by both Peyrin-Biroulet et al. and Sanborn et al.
report on the efficacy of UPA at various doses, administered either once or twice per day to patients with CD. Abstract
OP263 focused on health-related quality of life and patient daily activities while OP007 analyzes potential UPA dosing
options as CD induction therapy.

UEGW 2017. OP263. Patient- Reported Outcomes with Upadacitinib
in Subjects with Moderately to Severely Active Crohn’s Disease:
Phase 2 Results from CELEST Study

UEGW 2017. OP007. Safety and Efficacy of Upadacitinib (ABT494), an Oral JAK1 Inhibitor, as Induction Therapy in Patients with
Crohn’s Disease: Results from CELEST

L. Peyrin-Biroulet et al.

W. Sanborn et al.

Results: Table: Patient-Reported Outcome Results

Results: Of the 220 enrolled patients, 180 (82%) completed 16 weeks
of induction. Mean age was 40.7±12.9 yrs, CDAI 302.7±63.4 and
disease duration 13.2±10.0 yrs. Ninety six percent had failed, or
were intolerant to TNF antagonists. Significantly more patients on
6 mg BID achieved clinical remission. A significant dose-response
relationship was observed with UPA vs PBO for endoscopic
remission. Compared with PBO, more patients achieved clinical
response with 6 and 24 mg BID, and endoscopic response with UPA
doses ≥6 mg BID at Week 16. Adverse events (AEs) and infections
were numerically higher with UPA. Serious AEs and discontinuations
were similar in all groups, except for 12 mg BID. One case each of
non-melanoma skin cancer and herpes zoster were reported in the
24 mg BID group, two gastrointestinal perforations were reported,
one each in the 24 mg BID and 24 mg QD groups). Two adjudicated
cardiovascular events (myocardial infarction) were reported in the 12
mg BID group. One death was reported during screening; the patient
did not receive study drug. Laboratory abnormalities were mostly
≤Grade 2, with 3 events of Grade 3 hemoglobin decrease (0 on PBO)
and 5 Grade 3 CPK elevations (1 on PBO/ 4 on UPA).

PBO
n=37

UPADACITINIB
3mg
BID

6mg
BID

12mg
BID

24mg
BID

24mg
QD

n=39

n=37

n=36

n=36

n=35

IBDQ at week 16 (NRI), n (%)
Remission

4 (11)

9 (23)

12 (32)*

12 (33)*

14 (39)**

9 (26)

MCID ≥16

9 (24)

18 (46)*

21
(57)**

18
(50)*

20
(56)**

17
(49)*

Mean change from baseline to week 16 (LOCF)
IBDQ

14.5
(n=29)

24.6
(n=35)

41.8**
(n=33)

32.5*
(n=28)

44.4***
(n=29)

22.5
(n=32)

EQ-5D VAS

6.6
(n=36)

9.4
(n=39)

17.2*
(n=36)

9.8
(n=32)

15.3*
(n=33)

8.5
(n=32)

WPAI: % activity
impairment

-4.4
(n=36)

-11.3
(n=39)

-19.1*
(n=35)

-13.6
(n=33)

-20.6**
(n=33)

-10.0
(n=32)

WPAI: % overall
work impairmenta

-2.4
(n=21)

-17.2
(n=18)

-20.9
(n=22)

-20.2
(n=15)

-15.9+
(n=18)

-3.9
(n=20)

***, **, *, +statistically significant at 0.001, 0.01, 0.05, and 0.1 level for treatment group vs PBO.
Only employed subjects.

a

Conclusion: Subjects with active and refractory CD treated with 16
weeks of UPA showed clinically meaningful and early improvements
in health-related quality of life, had better work performance, and
were better able to perform daily activities compared with subjects
on PBO.
CARE FACULT Y PERSPECTIVE: This is the second selective
JAK program to show benefits in Crohn’s disease. The fact that
JAKs represent an oral small molecule approach to therapy without
immunogenicity is very attractive. This is an area to keep an eye on
as these drugs enter into phase 3 to see if they can deliver on the
promise of efficacy and safety.

Conclusion: This dose-ranging study demonstrated endoscopic
improvement and clinical benefit of upadacitinib at doses of 6 mg
BID and higher as induction therapy in patients with moderate-tosevere refractory CD, and a safety profile as expected with a JAK
inhibitor in this population.
CARE FACULTY PERSPECTIVE: These are encouraging results
demonstrating that an oral small molecule can lead to early
endoscopic improvement. It will be interesting to see in a larger
population in phase three in which the higher doses will be used if
these results can be duplicated or even improved upon.

“

T H E FAC T T H AT JA KS R E P R E S E N T A N O R A L S M A L L M O L E C U L E A P P R OAC H TO
T H E R A PY W I T H O U T I M M U N O G E N I C I T Y I S V E RY AT T R AC T I V E .

”

www.CAREeducation.ca 15

Ozanimod is an orally administered immunomodulator therapy which is selective for the S1P receptors S1PR1 and S1PR5.
Ozanimod has demonstrated clinical efficacy in Ulcerative colitis and is being investigated in active CD. The abstract
by Feagan et al. reports the endoscopic and clinical outcomes of a Phase 2, open-label study investigating a once
daily, 1 mg, ozanimod treatment.

UEGW 2017. OP009. Endoscopic and Clinical Efficacy Demonstrated with Oral Ozanimod in Moderately to Severely Active Crohn’s Disease
B. Feagan et al.

Results: Sixty-nine patients were enrolled. At baseline, mean age was 37.7 years, mean SES-CD was 13.3, and mean CDAI was 320. Mean
CD duration was 10.0 years, with 54% of patients having had prior exposure to biologic therapy (i.e., TNF-α, vedolizumab). Patients with
available data at baseline and Week 12 were included in the analyses, including SES-CD matched endoscopic segments (n=60) and CDAI
(n=59). SES-CD score reductions of ≥25% and ≥50% from baseline was seen in 43.3% and 26.7% of patients respectively. Patients with
less endoscopic disease activity (baseline SES-CD ≤12) had a greater endoscopic response with 50.0% of patients and 35.7% having a
reduction of ≥25% and ≥50% respectively.
In line with the improvements in SES-CD, reductions in mean CDAI scores from baseline were seen as early as Week 4 (first post-baseline
assessment) with further reductions through Week 12. CDAI response (CDAI decrease ≥100) was demonstrated in 66% of patients and
CDAI remission (CDAI <150) was demonstrated in 46% of patients with a mean reduction at Week 12 of 130 points.
Adverse event and serious adverse event rates appeared to be related to underlying moderate to severe Crohn’s disease. The overall safety
profile in CD was similar to that observed in UC.
Conclusion: Oral ozanimod demonstrated meaningful clinical improvements as early as Week 4 and endoscopic improvements at Week
12 in patients with moderate to severe CD. No new safety signals were identified.
CARE FACULTY PERSPECTIVE: Ozanimod is the first selective S1P inhibitor that is showing promise in CD. Once again this is attractive
because it is an oral small molecule that takes a different twist on modulating lymphocyte trafficking. This would be a welcome addition
to the therapeutic armamentarium if these results can be sustained in the phase 3 program.
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