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STRUCTURED ABSTRACT

Question: In patients undergoing a colonoscopy, does a flavored polyethylene
glycol (PEG) and sulfate solution (FPSS) that is optimized to taste like a sports
drink (SUFLAVE; Braintree Laboratories, Braintree, MA) offer better tolerabil-
ity with similar bowel cleansing to a well-established, US Food and Drug Ad-
ministration (FDA)-approved, oral sulfate salt (OSS)-based bowel preparation
(SUPREP; Braintree Laboratories)?

Design: Investigator-blinded, randomized, controlled, non-inferiority study in
outpatients undergoing colonoscopy for routine indications.

Setting: Thirty-two United States study sites with subjects recruited from gas-
troenterology practices.

Patients: A total of 500 adult subjects were randomized and 450 subjects took
the preparation and were included in analysis between July 2020 and February
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2021. Mean age was 56.2 years, with 58.8% female, 84.4% White. Indications in-
cluded screening, polyp surveillance, GI symptoms, and inflammatory bowel dis-
case. Patients with routine endoscopy contraindications (e.g. ileus, GI obstruction),
previous significant abdominal surgeries, as well as patients with baseline electro-
lyte abnormalities were excluded. In addition, patients on laxatives, diuretics, and
antihypertensive agents as well as patients with a history of severe renal, liver, or
cardiac insufficiency were also excluded.

Intervention: The sports drink flavor-optimized FPSS solution consisted of ap-
proximately 3 L administered in a split dose with 1 L consumed the night before
the procedure and 1 L again in the morning, 5-8 hours before the procedure along
with 16 oz of water with each dose. The comparator group were given the standard
OSS bowel preparation in a split dose with total fluid consumed amounting to 2.8
L.

Outcomes: The primary efficacy endpoints included quality of bowel cleansing
using a US FDA bowel prep scoring scale which also accounts for the work of en-
doscopist cleansing during the exam. Cleansing was evaluated globally and seg-
mentally using a 4-point scale, as shown in Table 1.

The primary efficacy endpoint was global cleansing. Grades of ‘“good” or
“excellent” for global cleansing of the colon were considered successful, while
grades of “poor” and “fair” were considered failures. Secondary efficacy endpoints
included the number (percentage) of “excellent” preparations (global score), seg-
mental cleansing success, adequacy of cleansing and need for repreparation, ade-
noma detection rate (ADR), duration of colonoscopy, the volume of intraprocedur-
al water needed to irrigate the colon, and cecal intubation rate. In addition, proce-
dures were recorded and underwent independent blinded central reading by GI re-
viewers.

Subject acceptance of the prep was evaluated using a questionnaire filled by the
patients when they returned for their colonoscopy after finishing the prep. Ques-
tionnaire included questions pertaining to difficulty of prep consumption, overall
experience with prep comparison of this prep to previous prep, whether or not they
would take the same prep again, and their rating of the aftertaste of the prep.

Data Analysis: Intention-to-treat analysis.

Funding: Braintree Laboratories, a part of Sebela Pharmaceuticals.
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Results: Both preparations achieved similar global cleansing scores with high rates
of cleansing success, 94% for sports drink flavor-optimized FPSS and 94% for
standard OSS. This result demonstrated noninferiority between bowel preparation.
Both preparations were safe and well-tolerated in the study population with no sig-
nificant difference in adverse events. As for subject satisfaction, the sports drink
flavor-optimized solution of PEG and sulfate solution was rated more favorably
than OSS -based prep on multiple measures, including ease of consumption, over-
all prep experience, as well as taste (Table 2). No clinically significant differences
in electrolytes were identified from baseline to date of colonoscopy for either

group.

Scale Description

Excellent |« No more than small bits of feces/fluid which can be suctioned easily
« Achieves clear visualization of the entire mucosa
Good « Feces and fluid requiring washing and suctioning, but still achieves
clear visualization of the entire mucosa
Fair « Enough feces even after washing and suctioning to prevent clear visu-
alization of the entire colonic mucosa
Poor « Large amounts of fecal residue and additional bowel prep required

Table 1. Bowel prep scale.

COMMENTARY

Why Is This Important?

An adequate bowel preparation plays an
essential role in our ability to provide
patients with high-quality colonoscopy.
Poor bowel preparation is associated
with lower ADR, reduced cecal intuba-
tion rate, prolonged procedural time,
and 1ncreased risks.” One of the com-
monly cited reasons for incomplete
bowel preparation is the palatability of
traditionally marketed bowel preps.
Certainly, the classic 4 liter PEG-
electrolyte lavage solution (ELS)
(GoLytely, Braintree Laboratories,
Braintree, MA) is not only large vol-

ume, but also has an unpleasant taste. Therefore, the introduction of an FDA-

This has led to widespread popularity of
using 238 grams PEG-3350 (Miralax;
Bayer USA, Whippany, NJ) plus 64
ounces of a sports drink (Gatorade; Pep-
sico, Chicago, IL) + bisacodyl tablets.
No prescription i1s required, and the
retail cost is usually about $20-$25,
while the sports drink flavoring makes it
palatable However, despite real world
evidence’ that this bowel preparation is
effective, it 1s not FDA-approved, is
hypo- osmolar and has been associated
with severe hyponatremia.”
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P

Overall Success 93.8% 94.2% <0.001 (non-
inferiority)

Grade

Excellent 46.9% 62.1%

Good 46.9% 32.1%

Fair/Poor/Missing 6.2% 5.8%
Secondary Endpoints
Cecal intubation rate 99.1% 98.2% 0.366
ADR 34.7% 39.2% 0.261
Procedure duration 15.5 min 15.2 min 0.552
Intraprocedural water 121.7 mL 122.8 mL 0.771
Preference Questionnaire
Experience consuming prep

Very Easy + Easy +Tolerable 86.8% 74.3% 0.009
Overall experience

Excellent + good 74.0% 58.4% <0.001
Would you request it again?

Yes 80.2% 69.9% 0.015
Would you refuse?

Yes 11% 17.7% <0.001
Pleasant aftertaste of prep

Very or quite unpleasant 20.7% 45.6% <0.001
Tastes like a sports-drink

Agree 57.3% 35.4% <0.001

Table 2. Primary endpoint: local endoscopist cleansing ratings. Abbreviations: ADR, adeno-
ma detection rate; FPSS, flavored polyethylene glycol and sulfate solution; OSS, oral sul-

fate salt bowel prep.
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approved, effective FPSS bowel prepa-
ration that is flavor-optimized to mimic
a sports drink is a welcome addition for
patients.  Ultimately, the best bowel
preparation for the patient is one that
they tolerate and will consume as in-
structed. Otherwise, the likelthood of
getting a successful colon cleansing di-
minishes.

Key Study Findings

In this randomized, investigator blinded
trial, the sports drink flavor-optimized
formulation of FPSS achieved similar
bowel cleansing rates, cecal intubation
rates, ADR, and procedural time to the

Both treatment arms achieved approxi-
mately 94% successful bowel cleansing.
This was done while appealing better to
patients in terms of the overall experi-
ence and after-taste of the prep, with
more patients noting that they would re-
quest it again as a bowel cleansing solu-
tion for future procedures.

Caution

The bowel preparation scale used in this
study is different from the Boston Bow-
el Prep Scale, which assesses cleanli-
ness of each bowel segment after endos-
copist washing, suctioning, and cleans-
ing of residual stool and liquid. Another
limitation is the generalizability of the
ADR as the studied population was a
mix of screening and diagnostic proce-
dures.
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The most important limitation may be
that only average-risk individuals were
enrolled while most individuals at high-
risk for poor bowel cleansing (e.g., pri-
or abdominal surgery, frequent use of
laxatives to treat constipation) were ex-
cluded. It’s unclear if patients with a
past history of poor bowel cleansing
could be enrolled. Also, since these are
not osmotically-balanced solutions, pa-
tients at higher risk of electrolyte abnor-
malities due to renal, cardiac, or liver
dysfunction were not enrolled. This
limits generalizability of results.

My Practice

I’m often asked, “Any changes in the
bowel prep since my last colonoscopy?”
The poor palatability of regularly pre-
scribed bowel preps is one of my pa-
tients’ most common concerns. This ex-
plains why some patients only agree to
repeat colonoscopy if they can use the
“Miralax-Gatorade-bisacodyl” bowel
prep. Therefore, I’ve begun to offer this
PEG and OSS bowel preparation that is
flavor-optimized to mimic a sports
drink, especially since it’s an FDA-
approved alternative that is efficacious
and with a known safety profile. Cost is
an issue with bowel preparations, so my
nurses have downloaded coupons which
promise that the patient co-pay for com-
mercially insured patients will be no
more than $50 dollars, although this is
still more expensive than the over-the-
counter costs of the “MiralLax-Gatorade
-bisacodyl” prep.

I would not offer this to patients with
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multiple risk factors for colonic dys-
motility (e.g., history of constipation
with laxative use, diabetes mellitus,
obesity, ongoing opioid use, etc.) or a
history of poor bowel preparation de-
spite adherence to bowel preparation.
For these high-risk patients, I usually
have patients take 6 liters of PEG-ELS
as a split-prep with 4 liters on the day
before the colonoscopy and 2 liters on
the day of colonoscopy. If they use an
osmotic laxative on a daily basis, then |
may have them double the dose for 3-4
days before colonoscopy. However, I al-
so note that combining 15 mg bisacodyl
on the day before colonoscopy along
with 4 liters PEG-ELS as a split-prep is
the regimen with the best randomized
controlled trial data supporting its effi-
cacy in high-risk patients.’

For Future Research

Emphasis on tolerability of bowel preps
is definitely a step in the right direction
for achieving higher levels of bowel
cleansing and as such improving out-
comes. More work to evaluate the safety
of this bowel preparation in patients
with advanced kidney and heart disease
would also provide physicians with
more bowel prep options to utilize in
these high-risk populations.
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