Achieving Successful Bowel Preparation (BBPS Score 2-3 per Segment) with Evening/Morning Split-Dosing Regimens
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Introduction

The effectiveness of colonoscopy for colorecta
cancer screening Is critically dependent or
effective  pre-procedural bowel preparation.’?
Successful cleansing is termed ‘adequate’ by clinica
guidelines. US colonoscopy guidelines suggest
that an adequate level of bowel cleansing is one
that allows detection of lesions >5mm In size, and
European Society of Gastrointestinal Endoscopy
(ESGE) guidelines recommend that a minimum of
90% of colonoscopies, with a target of 95%, should
have adequate-level preparation.>*

it was recently shown that a Boston Bowel
Preparation Scale (BBPS, Table 1) score of 2 per
bowel segment was non-inferior to segmental
cleansing scores of 3 in the detection of lesions
>5mm. Therefore, BBPS scores of >2 per segment
may be defined as adequate-level cleansing.®

Table 1: Boston Bowel Preparation Scale (BBPS)?

Unprepared colon segment with mucosa not
seen due to solid stool that cannot be cleared.

Inadeqate

Portion of mucosa of the colon segment seen,
but other areas of the colon segment not
well-seen due to staining, residual stool and/or
opague liquid.

Minor amount of residual staining, small
2 fragments of stool and/or opaque liquid, but
mucosa of colon segment seen well.

Adegate

Entire mucosa of colon segment seen well
3 with no residual staining, small fragments of
stool or opaque liquid.
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NER1006 is the first 1L (32 fl oz) polyethylene glycol
(PEG) and ascorbate bowel preparation and is
a patented taste-optimized combination of two
different formulations, with a low preparation volume,
optimized for effective bowel preparation.®

NOCT (NCT02254486)" was a US multicenter,
randomized, colonoscopist-blinded, Phase 3 trial,
that compared NER1006 with Trisulfate solution in
terms of cleansing efficacy in adults undergoing
colonoscopy. Patients were randomized 1:1 to
receive either NER1006 or Trisulfate solution, both
administered as evening/morning split-dosing
regimens (Figure 1).

The primary efficacy endpoints were overall bowel
cleansing success and high-quality cleansing of
the right colon (ascending colon plus cecum), as
assessed by treatment-blinded central readers
using the validated Harefield Cleansing Scale
(HCS).® The central readers also scored the video
recordings of each colonoscopy using the BBPS
as the reference scale, as a supportive secondary

endpoint.”®

Objective

This post hoc analysis reports the comparative rates
of successful cleansing between the two dosing
regimens of NER1006 and Trisultate solution bowel
preparation in patients with a readable video, using
the BBPS as the reference scale.

Methods

Patients

Patients (aged 18-85) were randomized (Figure 2).
The original analysis was conducted in a modified
full analysis set (mMFAS) with imputation of missing
primary efficacy outcomes as failures. The present
analysis excluded patients with missing colonoscopy
data or those who didn't have a readable video of
the colonoscopy to create the mFAS?2 (Figure 2).
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Figure 1: Study design
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Figure 2: Patient disposition
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Endpoints
Cleansing was assessed by treatment-blinded
central readers using the BBPS. Successful
cleansing was defined as all segments with score
>2 for the overall colon, and segmental score >2
for the right colon.

Statistics

All analyses were carried out using the statistical
package R v3.1.3 (The R Foundation, 2015) and
confidence Intervals and the t-statistic for each
mean difference were calculated, and P-values
estimated.

Results

Baseline demographics
Of the 621 randomized patients, 515 patients had
a readable video and were included in this analysis.

The baseline demographics are summarized in
Table 2.

Table 2. Baseline demographics

Mean age, years (SD) 57.4 (10.3) 57.0 (10.1)
P-va.Iue for mean age 0649

vs Trisulfate

Age <65 years, n (%) 208 (81.0) 213 (81.9)
Male, n (%) 129 (50.6) 145 (55.8)
Race, n (%)

White or Caucasian 217 (85.1) 215 (82.7)
Black 31 (12.2) 24 (9.2)
Asian [ (2.7) 16 (6.2)
Other 0 (0) 5(1.9)

Figure 3. Successful level cleansing of the overall colon and right colon (BBPS segmental scores 22) as determined by

treatment-blinded central readers
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The results of this post hoc analysis are shown
in Figure 3. A higher proportion of patients in the
NER1006 group achieved successful overall bowel
cleansing compared to those in the Trisulfate
group: 89.4% (228/255) versus 87.3% (22/7/260),
P=0.457.

A higher proportion of patients in the NER1006
group achieved successful bowel cleansing in
the right colon compared to those in the Trisulfate
group: 94.1% (240/255) versus 90.8% (236/260),
P=0.150.

Discussion

 When used as an evening/morning split-dosing
regimen, both NER1006 and Trisulfate solution
delivered a consistent and very high level of
adequate level cleansing success for both the
overall colon and the right colon.

* Inthe right colon a numerically higher cleansing
rate was seen for NER1006 versus Trisulfate
when measured using the BBPS, however, the
difference did not reach statistical significance.
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