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Background/Aims: Polyethylene glycol (PEG)-based bowel preparations are effective cleans-
ing agents for colonoscopy. However, they require relatively large volumes to be used even with
agents such as 2 L PEG with ascorbate (2LPEG). This phase 3, randomized, single-blinded,
multicenter, parallel-group study compared the efficacy of 1 L PEG with high-dose ascorbate,
TJP-008, to 2LPEG.

Methods: Patients undergoing colonoscopy were randomized (1:1:1) to receive TJP-008 as
1-day split dose (TJP-008-1) or 2-day split dose (TJP-008-2) regimen or to receive 2LPEG as a
2-day split dose regimen. Cleansing efficacy was evaluated using the Harefield Cleansing Scale.
The primary endpoint was overall bowel cleansing success. Full analysis set (FAS) and per pro-
tocol set (PPS) analyses were performed.

Results: Of the 314 screened patients, efficacy was assessed in the following patient numbers
(FAS/PPS): total (293/285), TJP-008-1 (98/94), TJP-008-2 (97/95), and 2LPEG (98/96). FAS
revealed noninferiority between TJP-008 and 2LPEG with regard to overall success (TJP-008-
2, 99.0%; TJP-008-1, 95.9%; 2LPEG, 94.9%; p=0.100 and p=0.733, respectively). PPS also
showed noninferiority (p=0.721 and p=0.211, respectively). However, the PPS analyses showed
a higher bowel cleansing score for TJP-008-2 for high-quality cleansing in the right colon (TJP-
008-2 83.2% vs 2LPEG 62.5%; p=0.005).

Conclusions: TJP-008 is a new low-volume cleansing agent with a colon cleansing efficacy
comparable to that of standard 2LPEG that exhibits significant safety and tolerability. (Gut Liver
2022;16:259-268)
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INTRODUCTION

Adequate bowel preparation is critical for the diagnostic
and therapeutic success and cost-effectiveness of colonos-
copy."” Suboptimal cleansing can impede the detection of
colorectal neoplasia and lead to early repetitive procedures
and intervention delays.”* Optimal bowel preparation is
a prerequisite for adenoma detection.” Excellent bowel
cleansing improves detection of sessile serrated polyps.’
Because these flat lesions are often found in the ascending
colon and cecum and are one of the reasons for cancers di-

agnosed after colonoscopy,’ effective cleansing of the right
colon is important to colorectal cancer prevention.
Polyethylene glycol (PEG)-based agents used with split
dosing regimen are considered the gold standard among
bowel preparation agents.*”* However, many PEG-based
preparations require ingestion of solutions of up to 4 L,
which may reduce patient adherence.”” The addition
of ascorbate to the PEG solution allows for the use of a
reduced-volume 2 L PEG-based preparation. The laxative
effect of ascorbate allows volume reduction of the prepara-
tion agent."’ PEG with ascorbate has been demonstrated to

Copyright © Gut and Liver.

This is an Open Access article distributed under the terms of the Creative Commons Attribution Non-Commercial License (http://creativecommons.org/licenses/by-nc/4.0)
mamems \Which permits unrestricted non-commercial use, distribution, and reproduction in any medium, provided the original work is properly cited.

www.gutnliver.org


https://crossmark.crossref.org/dialog/?doi=10.5009/gnl210092&domain=pdf&date_stamp=2022-03-15

Gut and Liver, Vol. 16, No. 2, March 2022

have a high level of efficacy and safety in bowel cleansing
for colonoscopy.”"’

TJP-008 (CleanViewAL; Taejoon, Seoul, Korea) is a
novel 1 L PEG-based bowel preparation agent designed to
improve patient adherence and colon cleansing effect by
combining PEG with high-dose ascorbate. Herein, we re-
ported the results of our phase 3 trial that compared the ef-
fectiveness of TJP-008 and 2 L PEG with ascorbate (2LPEG)
in patients undergoing colonoscopy. TJP-008 was admin-
istered as a 2-day (evening and morning) split dosing or a
1-day (morning-only) split dosing regimen and 2LPEG as
a 2-day split dosing regimen as a standard preparation.

MATERIALS AND METHODS

1. Study design

This study was a randomized, multicenter, investigator-
masked, and parallel-group phase 3 clinical trial (Clini-
calTrials.gov NCT03544944) and was conducted in six
clinical sites. The study was approved by the Institutional
Review Board of Korea University Ansan Hospital (IRB
number: 2017AS0011) and performed according to the
tenets of the Helsinki Declaration and compliance with the
International Conference on Harmonization Good Clini-
cal Practice guidelines and Korean regulations. All patients
were fully informed and provided written consent for par-
ticipation before enrollment.

2. Patients

Eligible patients were adults over 19 years of age with a
body mass index <30 kg/m” undergoing screening, surveil-
lance, or diagnostic colonoscopy." Women of child-bear-
ing potential were required to have a negative pregnancy
test and practice birth control during the study. All patients
were outpatients. The primary exclusion criteria included

a history of severe constipation, known or suspected il-
eus, gastrointestinal obstruction, bowel perforation, toxic
colitis, megacolon, inflammatory bowel disease, or major
colorectal surgeries such as colon resection; abdominal
surgery within the previous 6 months; regular use (more
than 2 or 3 days a week) of laxatives or colon motility-
altering drugs; active intestinal bleeding; or a clinically
significantly low hemoglobin level. Patients with identified
or suspected phenylketonuria, severe heart failure (New
York Heart Association classification III and IV), or renal
insufficiency (creatinine clearance <30 mL/min) were also
excluded.

3. Treatment allocation and masking

Patients were randomly assigned to receive TJP-008,
administered as a 1-day split dosing (TJP-008-1) or 2-day
split dosing (TJP-008-2) regimen, or 2LPEG (Coolprep;
Taejoon) agent, administered as a 2-day split dosing regi-
men.

An independent randomization code generation officer
not involved in the trial created a randomization table be-
fore the trial initiation. The stratified block randomization
method was used to each clinical trial institution to ensure
a 1:1:1 allocation across dose groups (TJP-008-1, TJP-008-
2, and 2LPEG). Participants who met the inclusion criteria
at their second visit were then assigned to each dose group
using Interactive Web Response System in the order of
registration into the study according to the randomization
table created using SAS version 9.1 (SAS Institute, Cary,
NC, USA). Given that investigational product (TJP-008
and 2LPEG) is supplied in same cartoon box, the investi-
gational drug was managed by dividing the blind part and
the unblind part. The investigators were blind part so that
they could not know which investigational drug to be ad-
ministered.

Table 1. TJP-008 and 2LPEG Formulations: Quantities of Osmotically Active Ingredients and Fluid Volumes

TJP-008 2LPEG
Variable
Dose 1 Dose 2 Dose 1 Dose 2

Osmotically active ingredients, g

PEG3350 80 80 100 100

Sodium sulfate 9.0 9.0 7.5 7.5

Sodium ascorbate 4.7 4.7 5.9 5.9

Ascorbic acid 20.3 20.3 4.7 4.7
Electrolytes, g

Sodium chloride 1.35 1.35 2.691 2.691

Potassium chloride 0.5 0.5 1.015 1.015
Bowel preparation volume, mL 500 500 1,000 1,000
Additional fluid volume, mL 500 500 500 500
Total volume, mL 1,000 1,000 1,500 1,500

2LPEG, 2 L polyethylene glycol with ascorbate.
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4. Bowel cleansing schedules and dietary restrictions

Study treatment compositions are summarized in Table
1. All patients self-administered their bowel preparation
agents. Patients in the TJP-008-2 and 2LPEG groups ad-
ministered the first dose at approximately 18:00 on the day
before and the second dose at approximately 06:00 on the
day of the colonoscopy (Fig. 1). Patients in the TJP-008-
1 group administered the first and second doses at 06:00
and 08:00 on the day of the colonoscopy. For maintaining
blindness, the colonoscopy time was set to be performed
between 10 AM and 1 PM so that both the 1-day split
dosing and the 2-day split dosing group can be included.
Depending on the colonoscopy time and the group, each
patient was given time to take a bowel cleansing agent. A
window of +2 hours from the start time was allowed. For
all patients, bowel preparations were usually conducted at
home.

On the day before colonoscopy, patients had a light
breakfast (all groups) and a light lunch (all groups), fol-
lowed by a low-fiber diet for dinner (TJP-008-1) or no

dinner (TJP-008-2 and 2LPEG groups). Patients were not
allowed to consume additional clear fluids from the start
of the first dose for colonoscopy until full recovery from
sedation. To ensure adequate colon cleansing and the cor-
rect use of colon cleansing agents, patients were educated
on how to take a colon cleansing agent according to the
patient groups and what foods to avoid before taking the
agent through the dosing guide.

5. Assessments and endpoints

Clinical decisions were guided by site colonoscopists
who have performed colonoscopy for at least 3 years in an
educational hospital. Therefore, experienced site colonos-
copists performed all colonoscopy and assigned initial seg-
mental cleansing scores using the Harefield Cleansing Scale
(HCS) (Fig. 2)." Inter-colonoscopist assessment variability
was minimized by using a guideline including the video
recording method and measurements of bowel cleansing
in each colonoscopy. Overall HCS grades (success=A or B;
failure=C or D) were computed from five segmental scores

Randomization Dosing
Enrollment +dosing +colonoscopy Safety
Visit 1 Visit 2 Visit 3 Visit 4
(day -28to 0) (day 1) (day 2) (day 9+2)
Screenin TJP-008-2 TJP-008-2 Study end
9 (18:00) (06:00) (clinical visit)
or or
2LPEG 2LPEG
(18:00) (06:00)
or
TJP-008-1 )
(06:00 and 08:00) Fig. 1. Study protocol.
TJP-008-2, TJP-008 administered as
l an evening/morning regimen; TJP-
008-1, TJP-008 administered as a
Colonoscopy morning-only regimen; 2LPEG, 2 L
polyethylene glycol with ascorbate.

Image

HCS segmental Score 1 Score 2 Score 3 Score 4
score and Irremovable, Semi-solid only Brown Clear fluid Empty and clean
description heavy, hard stools partially liquid/removable

removable stools

semi-solid stools

Fig. 2. Sample endoscopic images for segmental scoring using the Harefield Cleansing Scale (HCS).
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of 0—4."*" The primary end point was the overall colon
cleansing effect as measured by the overall HCS grade.
Secondary end points included a high-quality bowel
cleansing rate (score 4 and 3 on the HCS) in each colon
segment and a polyp detection rate (PDR) in overall colon
and the right colon (assessed by the on-site colonoscopist),
adenoma detection rate (ADR) in the overall colon and
the right colon (assessed through a pathological review of
polyp biopsies). Lesion detection rates were calculated as
the percentage of patients with at least one adenoma (for
ADR) or polyp (for PDR) in the analyzed population.
Tolerability, acceptability, and adherence were assessed
before colonoscopy. Taking more than 75% of each dose
was defined as successful adherence.'*"” The dose was
confirmed through the patient diary provided to the pa-
tient at visit 2. Tolerability and acceptability were inves-

tigated using a patient survey on the day of colonoscopy.

The safety was evaluated based on the incidence and
characteristics of adverse events developed after adminis-
tration of bowel cleansing agents, physical parameters, vital
signs, electrocardiogram, and clinical laboratory findings
related to taking cleansing agents.

6. Sample size calculation

This study is primarily intended to demonstrate the
noninferiority of 1 L PEG (TJP-008) to 2LPEG (control) in
terms of colon cleaning efficacy. When the maximum val-
ue of the confidence intervals was less than 15%, the trial
groups were judged to be not inferior to the control group.
The upper limit of noninferiority was set at 15% as it was
the standard acceptable level for noninferiority in previous
bowel preparation studies.”'*"” Assuming overall cleans-

Enrolled (n=314)

Excluded (n=21)

Inclusion/exclusion criteria deviation (n=10)
> Subject withdrawal (n=9)

A 4

Unable to confirm of prohibited drug (n=1)

Randomization

Investigator decision (n=1)

(n=293)
y A 4 A
TJP-008-1 TJP-008-2 2LPEG
FAS (n=98) FAS (n=97) FAS (n=98)
Safety set (n=98) Safety set (n=97) Safety set (n=98)

PPS (n=94)

Excluded

1) Inclusion/exclusion criteria
deviation (n=3)

2) Dispense error of IP (n=1)

PPS (n=95)
Excluded

1) Inclusion/exclusion criteria
deviation (n=1)
2) Dispense error of IP (n=1)

PPS (n=96)

Excluded

1) Inclusion/exclusion criteria
deviation (n=2)

2) Dispense error of IP (n=0)

Fig. 3. Patient flowchart.

TJP-008-2, TJP-008 administered as an evening/morning regimen; TJP-008-1, TJP-008 administered as a morning-only regimen; 2LPEG, 2 L poly-
ethylene glycol with ascorbate; FAS, full analysis set; PPS, per protocol set; IP, investigational product.

Table 2. Baseline Characteristics of the Enrolled Patients (Full Analysis Set)

Characteristics TJP-008-2 (n=97) TJP-008-1 (n=98) 2LPEG (n=98)
Age, mean (range), yr 48.0 (25-78) 49.5(22-75) 45.5(21-77)
Male sex, No. (%) 35(37.1) 45 (45.9) 41(41.8)
BMI, mean+SD, kg/m2 2416291 24.44+2 86 24.09+2.68
Screening colonoscopies, No. (%) 28(28.9) 38(38.8) 43 (43.9)
Known renal and urinary disorders, No. (%) 2(2.1) 1(1.0) 0
Bladder diverticulum 1(1.0) 0 0
Chronic kidney disease 0 1(1.0) 0
Neurogenic bladder 1(1.0) 0 0

TJP-008-2, TJP-008, administered as an evening/morning regimen; TJP-008-1, TJP-008, administered as a morning-only regimen; 2LPEG, 2 L

polyethylene glycol with ascorbate; BMI, body mass index.
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ing success rates of 88.9%’ for all three groups, and with a
noninferiority margin of 15% and a one-sided significance
threshold of p<0.025, we assessed a sample of 79 patients
per group, which provided a statistical power of at least
85% to demonstrate noninferiority. Finally, 99 patients per
group were investigated considering the dropout rate of
20%.

7. Statistical analysis

Statistical analyses were conducted using SAS version
9.2 (SAS Institute, Cary, NC, USA). An alpha value of 0.05
was split across the primary end point, providing a one-
sided significance threshold of p<0.025. To compare the
two TJP-008 groups with the control group, we first evalu-

[ TJP-008-2 (n=95)
B TJP-008-1 (n=94)
I 2LPEG (n=96)

£=4.16%
(LCL: =0.74%)
—
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20
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ated TJP-008-2 using a gatekeeping approach and then
TJP-008-1 if successful (each vs 2LPEG). The bowel clean-
ing successful rate were evaluated through the chi-square
tests or the Fisher exact tests. Additionally, if there were
any statistically significant variables among sex, ages, and
body mass index distribution, an analysis of covariance
was performed to correct for these variables as a sensitiv-
ity analysis. Secondary end points were tested through
the following steps: ADR in the right colon; ADR in the
overall colon; PDR in the right colon; PDR in the overall
colon. Tolerability was evaluated with the percentage in
each group and those differences between the groups were
evaluated through chi-square tests or Fisher exact tests.
The full analysis set (FAS) contained all randomized

[ TJP-008-2 (n=97)
B TJP-008-1 (n=98)
[ 2LPEG (n=98)

4=4.07%
(LCL: -0.73%)

A=1.02% —
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80 23
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40 A
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T T T
Successful Ascending Transverse Descending Sigmoid Rectum
overall colon colon colon colon
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cleansing

~
High-quality cleansing

[ TJP-008-2 (n=95)
B TJP-008-1 (n=94)
[ 2LPEG (n=96)

[ —
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g 3.0 3.1 3.0 8 3.1
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2]
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I
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S
s
1
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Ascending  Transverse Descending Sigmoid Rectum

colon colon colon colon

Fig. 4. Bowel cleansing efficacy according to (A) the Harefield Cleansing Scale (HCS) in the per protocol set, (B) the HCS in the full analysis set, (C)
the HCS grades in the per protocol set, and (D) mean segmental HCS scores in the per protocol set.

LCL, one-sided 97.5% lower confidence limit for the difference between treatments; A, difference in rate; TJP-008-2, TJP-008 administered as an
evening/morning regimen; TJP-008-1, TJP-008 administered as a morning-only regimen; 2LPEG, 2 L polyethylene glycol with ascorbate. *p<0.05,

"p<0.01, *p<0.001.
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patients who were enrolled after the screening test in the
study. The per protocol set (PPS) included patients without
major protocol deviations, who met eligibility criteria, who
took 275% of each dose, and who had available data for
the primary end point. Missing efficacy data were replaced
as failures. The safety set consisted of all patients for whom
the possibility of having received more than one study
medication could not be ruled out (based on patient sur-
vey).

RESULTS

1. Patient characteristics

Patients were enrolled between January and April 2018,
with follow-up completed in May 2018. Among total 314
patients enrolled in the screening test, after excluding
21 patients (screening failure, 10 patients; withdrawal of
consent, 9 patients; uncertain drug history, 2 patients),
293 were randomized and comprised the FAS. Among
them, 285 (97.3%) were included in the PPS (Fig. 3). The
most common reason for exclusion from the FAS was
deviation from the inclusion/exclusion criteria (n=6). The
FAS included each of the patients in the TJP-008-1 and
TJP-008-2 groups, among whom dispense errors of the
investigational product were imputed as failures.

Overall, demographic characteristics were well bal-
anced between the groups (Table 2). In the FAS, similar
proportions of patients in the TJP-008-1, TJP-008-2, and
2LPEG groups underwent screening colonoscopy (28.9%
to 43.9%).

1 TJP-008-2 (n=95)
B TJP-008-1 (n=94)
[ 2LPEG (n=96)

60

Patient (%)

Overall colon  Right colon  Overall colon

. J .
v v

ADR PDR

Right colon
J

Fig. 5. Lesion detection (per protocol set).

ADR, adenoma detection rate; PDR, polyp detection rate; TJP-008-2,
TJP-008 administered as an evening/morning regimen; TJP-008-1,
TJP-008 administered as a morning-only regimen; 2LPEG, 2 L poly-
ethylene glycol with ascorbate.
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2. Bowel cleansing efficacy
1) Overall colon

Both TJP-008 regimens achieved noninferiority versus
2LPEG for the primary end point of successful overall
bowel cleansing (Fig. 4A). High success rates of overall
bowel cleansing were achieved in all three groups of PPS
(TTP-008-2, 99.0%; TJP-008-1, 96.8%; 2LPEG, 94.8%).
TJP-008-2 and TJP-008-1 were noninferior to 2LPEG for
overall bowel cleansing (lower confidence interval for the
difference vs 2LPEG: —0.74% and —3.67%, respectively).
In FAS, high rates of overall bowel cleansing success were
achieved in all groups, and both TJP-008 groups also re-
vealed noninferiority to 2LPEG (TJP-008-2, 99.0%; TJP-
008-1, 95.9%; 2LPEG, 94.9%) (Fig. 4B).

In the PPS, the proportion of HCS grades were signifi-
cantly different between the TJP-008-2 and 2LPEG groups
(p<0.001), although the proportion in the TJP-008-1 group
was not significantly different (p=0.290) (Fig. 4C).

2) Colon segments

High-quality bowel preparation in the right colon was
achieved in 83.2% (79/95) of patients in the TJP-008-2
group, 75.5% (71/94) of patients in the TJP-001-1 group,
and 62.5% (60/96) of patients in the 2LPEG group (Fig.
4A). Noninferiority was observed for the TJP-008-2 and
TJP-008-1 compared to the 2LPEG group. Furthermore,
high-quality cleansing rates were significantly higher in the
TJP-008-2 group than in the 2LPEG group (p=0.001). In
the right colon, the mean segmental score of high-quality
cleansing significantly improved in the TJP-008-2 group,
although no significant difference was observed between

1 TJP-008-2 (n=97)
. BN TJP-008-1 (n=98)

—
. 1 2LPEG (n=98)
[
100 ~
00. 99.0 96.9) 98.O et 98.0,
89.7]
80 - 82.5
77.6)
9_\°, 60 A
€
2
© i
N 40
20 A
O T T T 1
It was not very It was not very Taste was not Agree taking
difficult to complete  difficult to very unacceptable  same bowel
taking purgative drink preparation again

agents

Fig. 6. Tolerance and acceptability of bowel preparations among re-
spondents of the patient survey (safety set).

TJP-008-2, TJP-008 administered as an evening/morning regimen;
TJP-008-1, TJP-008 administered as a morning-only regimen; 2LPEG,
2 L polyethylene glycol with ascorbate. *p<0.05.
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the TJP-008-1 and 2LPEG groups (Fig. 4D).

Among other colon segments except the ascending
colon, two TJP-008 groups displayed noninferiority to the
2LPEG group and even significantly higher-quality cleans-
ing rates than the 2LPEG group in the two bowel segments
(transverse colon and rectum; p<0.05 for both) (Fig. 4A).
Similarly, mean segmental cleansing scores in other colon
segments of the TJP-008 groups were not inferior to those
of the 2LPEG group (Fig. 4D).

3. Lesion detection

The ADR and PDR in the right colon and in the overall
colon in the TJP-008-1 and TJP-008-2 groups were not
significantly different to those in the 2LPEG group in the
PPS (Fig. 5). In the right colon, the ADR was 17.0% and
15.8% for the TJP-008-1 and TJP-008-2 groups, respec-
tively, compared to 9.4% for 2LPEG (p=0.162 and p=0.221,
respectively). The overall colon ADR was 36.2% for the
TJP-008-01 group and 27.4% for the TJP-008-2 group
when compared to 34.4% for the 2LPEG group (p=0.903
and p=0.362, respectively). The PDRs in the right colon
of both TJP-008 groups were not significantly different
from that in the 2LPEG group (21.3% and 20.0% vs 21.9%,
respectively). The PDR in the overall colon was 47.9% for
the TJP-008-1 group and 40.0% for the TJP-008-2 group,
compared to 51.0% for the 2LPEG group (p=0.680 and
p=0.238, respectively).

4. Tolerability, acceptability, and adherence

As revealed from patient survey responses, tolerability
and acceptability of the bowel preparations, except for
difficulty in drinking the treatment agents, were similar
among the three treatment groups (Fig. 6). The self-report-
ed adherence rate was 100% across all treatment groups in
both FAS and PPS.

Table 3. Safety Summary (Safety Set)

5. Safety

Treatment-emergent adverse events (TEAEs) that were
considered treatment-related were reported among 15.3%,
16.5%, and 8.2% of patients in the TJP-008-1, TJP-008-
2, and 2LPEG groups of safety set, respectively (p=0.179).
These TEAEs were mild in severity and gastrointestinal in
nature (Table 3). The most frequent TEAE for the TJP-008-
2 group was nausea; TJP-008-1, thirst; 2LPEG, vomiting.
Vomiting rates were 1.0% for the 2LPEG group; TJP-008-
1, 3.1% (p=0.621 vs 2LPEG); TJP-008-2, 6.2% (p=0.065 vs
2LPEG). Nausea rates were 3.1% for the TJP-008-1 group
and 2.1% for the TJP-008-02 group. Abdominal pain, in-
cluding the epigastric pain, occurred in one patient each in
TJP-008-1 group and 2LPEG group. However, no patient
discontinued pharmacotherapy because of treatment-
related TEAEs. No deaths or related serious TEAEs were
reported.

On physical examination and electrocardiogram, there
were no clinically significant findings after the cleansing
agents. In vital signs, one in the TJP-008-1 group and one
in the TJP-008-02 group reported abnormal findings of
clinically significant blood pressure after colonoscopy (visit
3). All recovered at the follow-up visit.

In general, median changes from the baseline in hema-
tologic, clinical chemistry, and urinalysis parameters were
not considered clinically significant, and no clinically sig-
nificant differences were observed between groups. There
were no clinically significant changes in all laboratory
findings, including renal function, even in patients over
65 years of age. The incidence of electrolyte shifts from
normal at baseline to high at post-baseline visits are sum-
marized in Table 4.

TJP-008-2 (n=97)

TJP-008-1 (n=98)

. 2LPEG (n=98),
Variable
No. (%) p-value* No. (%) p-value’ No. (%]
Total number of treatment-related TEAEs 16 18 1"
Patients with treatment-related TEAEs 16 (16.5) 0.287 15(15.3) 0.159 8(8.2)
Patients with specific treatment-related TEAEs'
Vomiting 6(6.2) 0.065 3(3.1) 0.621 1(1.0)
Nausea 2(2.1) NA 3(3.1) NA 0
Thirst 2(2.1) 0.621 4 (4.1) 0.369 1(1.0)
Patients with treatment-related severe TEAEs 0 0 0
Patients with treatment-related serious TEAEs 0 0 0
Deaths 0 0 0

TJP-008-2, TJP-008 administered as an evening/morning regimen; TJP-008-1, TJP-008 administered as a morning-only regimen; 2LPEG, 2 L poly-
ethylene glycol with ascorbate; TEAE, treatment-emergent adverse event; NA, not available.
*TJP-008-2 vs 2LPEG: Pearson chi-square test or Fisher exact test; "TJP-008-1vs 2LPEG: Pearson chi-square test or Fisher exact test; ‘Reported

for at least 2% of patients in any treatment group.
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Table 4. Incidence of Shifts in Electrolytes from Normal* at Screening Test to High at Post-Screening Visits (Safety Set)

Variable TJP-008-2 (n=97) TJP-008-1 (n=98) 2LPEG (n=98)

Sodium

Visit 2 (baseline) 0 1(1.0) 0

Visit 3 (colonoscopy day) 4(4.2) 1(1.0) 0

Visit 4 (7 days after colonoscopy) 0 0 0
Potassium

Visit 2 (baseline) 6(6.2) 1(1.0) 3(3.1)

Visit 3 (colonoscopy day) 11(11.3) 17 (17.3) 0

Visit 4 (7 days after colonoscopy) 2(2.1) 1(1.0) 2(2.0)
Chloride

Visit 2 (baseline) 9(9.3) 4(4.1) 5(5.1)

Visit 3 (colonoscopy day) 51 (52.6) 47 (48.0) 15(15.3)

Visit 4 (7 days after colonoscopy) 6(6.2) 4(4.7) 7(7.1)

Data are presented as the number (%).

TJP-008-2, TJP-008 administered as an evening/morning regimen; TJP-008-1, TJP-008 administered as a morning-only regimen; 2LPEG, 2 L poly-

ethylene glycol with ascorbate.

*The upper limit of normal: sodium, 145 mmol/L; potassium, 5 mmol/L; chloride, 105 mmol/L.

DISCUSSION

In the PPS population, both TJP-008 regimens were
noninferior to the standard 2LPEG regimen in overall
bowel cleansing. As shown in Fig. 4, overall cleansing suc-
cess rates measured using the HCS were high in all three
groups. TJP-008-2 and TJP-008-1 achieved successful
bowel cleansing rates of 99.0% and 96.8%, respectively,
among patients, which were higher than those reported
in some previous studies on PEG-based preparation
agents”'®"” and the minimum criteria for adequate bowel
cleansing recommended by the European Society of Gas-
trointestinal Endoscopy." In the FAS, both TJP-008 groups
also demonstrated noninferior bowel cleansing efficacy
with the 2LPEG regimen. Although TJP-008-1 was similar
to 2LPEG in the proportion of HCS grades, TJP-008-2 dis-
played a significantly different proportion.

Finally, both TJP-008 dosing regimens achieved seg-
mental high-quality cleansing noninferiority on the HCS
in right colon and other colon segments versus 2LPEG.
TJP-008-2 regimen displayed superior high-quality cleans-
ing in the right colon vs 2LPEG. This superiority on right
colon was also observed in the FAS populations. Therefore,
TJP-008 markedly increases the ADR, which is associated
with a reduction in colorectal cancer.”*

Improvement of right-sided colon cleansing with TJP-
008 may help detect high risk sessile serrated polyps, which
can be better detected in higher-quality bowel prepara-
tions.” Although this study did not assess directly sessile
serrated polyps, TJP-008-2 displayed superior cleansing
and superior tendency of ADR in the right colon versus
2LPEG. An increase in the osmotic activity of TJP-008 due
to an increase in ascorbic acid levels may be associated
with high cleansing levels in the right colon.
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All three groups displayed complete adherence with
intake for both the bowel preparation agents and recom-
mended additional clear fluids in the self-reported patient
survey. Although it was more difficult to drink TJP-008, all
cleansing regimens were generally well accepted and toler-
ated.

The overall safety profile of TJP-008 was similar to that
of 2LPEG. Treatment-related TEAEs were generally tran-
sient and mild in severity, reflecting the expected safety
profiles of PEG-based bowel preparations. Although vom-
iting, nausea, and thirst were more common with TJP-008,
these rates were low, and no effect was observed on efficacy
or adherence. These adverse reactions may be associated
with a transient electrolyte imbalance during bowel cleans-
ing.”

Consistent efficacy, acceptability, adherence, and safety
between the two TJP-008 regimens (1-day and 2-day split
dose) support the flexible dosing in accordance with the
physician and patient preferences and the intended timing
of colonoscopy.

This study has potential limitations. The sample size
was not large and the noninferiority margin was 15% in
this study, although there was no significant difference
between the TJP-008 groups and the 2LPEG group in
the colon cleansing effect. The inclusion of patients with
prior colonoscopy (~70% of the FAS) may limit com-
parisons with studies focused on patients with screening
colonoscopy and affect subjective evaluation of the bowel
preparation agents. A self-reported patient survey may not
be as reliable as validated patient-reported outcome ques-
tionnaires or objective measures. Our results may not be
generalizable to patients with severe constipation or a high
body mass index (>30 kg/m’), who were excluded from
this study.
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The study has some strengths. The study had a random-
ized, multicenter design. Although the individual colo-
noscopists evaluated cleansing efficacy using a validated
cleansing scale, all site colonoscopists were blind to the
treatment assignments. Both primary and secondary end
points for bowel cleansing effects were evaluated using the
HCS. The study findings are also clinically relevant. High-
quality preparations based on the HCS may facilitate endo-
scopic procedure and high-quality colonoscopy. Therefore,
the higher cleansing efficacy observed with the new lower-
volume preparation is associated with a higher-quality
colonoscopy among patients.

Among patients undergoing colonoscopy, the new 1
L PEG-based bowel preparation, TJP-008 displayed high
bowel cleansing efficacy, which was also well accepted for
flexible 2-day (evening and morning) split dosing or 1-day
(morning-only) split dosing. The TJP-008 treatment regi-
mens resulted in higher rates of segmental high-quality
cleansing, and potentially reduced the need for additional
cleaning during colonoscopy.
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