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Electrolyte Shifts of NER1006 Bowel Preparation for Colonoscopy in the Elderly Are Transient and Well Tolerated
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INTRODUCTION

e Safety during bowel preparation administration for colonoscopy is important, especially in the
elderly (eg, increased risk of adverse effects related to concurrent medical conditions)'?

RESULTS

e The safety population (n=527) included 262 patients in the NER1006 group and 265 in the OSS e A greater percentage of patients aged >65 years with normal baseline sodium levels had high
group; overall, 96 patients were >65 years of age (Table 1) sodium levels (>145 mmol/L) on Day 2 with NER1006 (48.9%) versus OSS (6.5%); shifts were

. . . . _ transient and 95.7% (44/46) of all NER1006-treated patients aged >65 years had normal sodium
e Polyethyl lycol (PEG)-based bowel tions have been preferentially considered in the elderly’?
olyethylene glycol (PEG)-based bowel preparati Vi preferentially idered | rly Table 1. Demographics, by Age Group evels by Day 4 (Tables 3 and 4

— Some concerns with bowel preparations in the elderly include tolerability of large volumes, Patients, <65 Years Patients, >65 Years | o
adherence, and risk of dehydration?* oo s P s — On Day 2, no patients were found to have hyponatremia in the NER1006 group

— Electrolyte disturbances are generally uncommon with PEG-based bowel preparations; however, Parameter (N=214) (N=217) (N=48) (N=48) - On Day 2 (@ay of Colonoscopy)., No patients who received general anesthesia experienceo
abnormalities in sodium homeostasis have been reported in patients >50 years of age® sodium levels >155 mmol/L (mild elevation above upper limit of normal)

The low-volume 1 L PEG-based bowel preparation NER1006 (Plenvu®, Norgine Ltd, Tir-Y-Berth
Hengoed, United Kingdom) was approved in the United States in 2018 and is indicated for colon
cleansing in preparation for colonoscopy in adults

— NER1006 has been shown to be efficacious and well tolerated in 3 randomized, phase 3,

Age, y, mean (SD) 54.2 (8.1) 53.8 (8.7) 72.3 (4.8) 70.6 (3.8)
Range 22-65 18-65 66-86 66-80 e |n patients aged <65 years in the NER1006 group, 37.6% had a shift in sodium levels from normal
Gender, n (%) at baseline to high at Day 2 versus 3.7% with OSS; by Day 4, 94.8% (199/210) of all NER1006-
Female 113 (52.8) 121 (55.8) 22 (45.8) 29 (60.4) treated patients had normal sodium levels (Tables 3 and 4)
Male 101 (47.2) 96 (44.2) 26 (54.2) 19 (39.6)

Race, n (%)

e (Chloride levels transiently increased from baseline in 27.7% (aged >65 years) and 19.2% (aged <65 years)

active comparator, noninferiority trials®” e 74 613 75 8086 17 079 14 017) of patients at Day 2 treated with NER1006; 93.5% (43/46) and 91.0% (191/210) of NER1006 patients
. . . . o had normal levels by Day 4 (Table 4)
e Jo further evaluate the safety profile of NER1006 evening/morning split-dosing in the elderly, Sl 34 (15.9) 22 (10.) 0 3 (6.3) ) | | |
a subgroup analysis by age was conducted? Asian 6 (2.8) 15 (6.9) 1(2.1) 1(2.) o At Iea;t 95% of NER1006-treated patients in both age groups had normal potassium levels from
Other 0 5 (2.3) 0 0 baseline through Day 9 (Table 4)
0SS = oral sulfate solution; SD = standard deviation. * No electrolyte shifts resulted in clinical sequelae
OBJECTIVE

* |n patients >65 years of age, the most common AEs were nausea (10.4%) and vomiting (8.3%)
with NER1006 and decreased glomerular filtration rate (6.3%) with OSS (Table 2)

— Hyperuricemia was not reported in either age or treatment group

Table 4. Patients With Electrolyte Shifts From Baseline, by Age Group

Patients, <65 Years, n (%) Patients, >65 Years, n (%)

Normal to Low Normal to Low

e To further assess the safety of NER1006 in the elderly (>65 years of age)

Normal to High Normal to High

. NER1006 0SS NER1006 0SS NER1006 0SS NER1006 0SS
METHODS Table 2. Adverse Event Profile, by Age Group Electrolyte (N=214)  (N=217)  (N=214)  (N=217) (N=48) (N=48) (N=48) (N=48)
Patients, <65 Years Patients, >65 Years Sodium*

e |n the NOCT (nocturnal pause arm) phase 3 study, adults (aged 18-85 years) undergoing NER1006 0SS NER1006 0SS Day 21 0 3 (1.4) 80 (37.6) 8 (3.7) 0 0 23 (48.9) 3 (6.9)
colonoscopy were randomly assigned to receive NER1006 or oral sulfate solution (OSS; Patients With an AE, n (%) (N=214) (N=217) (N=48) (N=48) Day 4 2(1.0) 0 8 (3.8) 6(2.9) 0 0 1.2 1)
SuPrep® Bowel Prep Kit, Braintree Laboratories, Inc., Braintree, MA)° Any AE 55 (25.7) 38 (17.5) 17 (35.4) 11 (22.9) Cl?liiijei O 4(2.2) 106 082 O 0 ° (189 0
— For each prep, patients took the evening dose starting at ~6:00 PM and the morning dose Seflous ARS 109 109 0 0 Day 2! 0 1569 41 (192 3 (1.4) 0 > 4.3 13 (27.7) | 2.2

fart t ~6:00 AM (Fi 5 AE leading to discontinuation 0 1 (0.5) 0 0
starting at ~o: (Figure) Treatment-related AE 30 (14.0) 19 (8.9) 9 (18.9) 6 (12.5) Day 4 3(14) 4 (1.9) 5 (@4 2 (1.0) 0 0 36.9) 1)
— Each bowel prep dose was administered as 16 0z (~500 mL) Most common AES* e 3.8 3 1.0 ° 3.0 2 (1.1) 18 2 159) 41 19
Y

— Additional clear fluids Nausea 13 (6.1) 5 (2.3) 5 (10.4) 0 OSZ;S;U " 1 05 5023 528 4 (1.9 0 | 2.2) 0 | 2.2)

= In the NER1006 group, patients were to consume 16 oz (~500 mL) of additional clear fluids vomiting 12 (56 2 +(8.9) 0 Day 4 4 (1.9) 2 (1.0) 1(0.5 2 (1.0 0 0 1(2.2) 0

after each dose and could drink clear fluids ad libitum oehyaration > (&.9) e 369 ) Day 9 2 (1.2) 2 (1.1) O 2 (1.1) O O 1(2.8) O

© cou | . J Decreased GFR 4 (1.9 2 (0.9) 0 3 (6.3)

*Plasma sodium ULN = 145 mmol/L.

"Prior to colonoscopy.

*Plasma chloride ULN = 105 mmol/L.

SPlasma potassium ULN = 5 mmol/L.

OSS = oral sulfate solution; ULN = upper limit of normal.

= |n the OSS group, patients were to consume 32 oz (~1000 mL) of additional water after each
dose in accordance with the US prescribing information

*Reported in >3 patients aged >65 years in either treatment group.
AE = adverse event; GFR = glomerular filtration rate; OSS = oral sulfate solution.

e The safety population included all patients who received >1 study dose; population was then * Mean baseline sodium levels in age subgroups were similar between the 2 treatments (Table 3)

subgrouped by age (<65 and >65 years) — On Day 2 prior to the colonoscopy procedure, the mean change in sodium concentration from
e Safety assessments included monitoring adverse events (AESs) and clinical laboratory testing

— Plasma electrolyte levels were measured at baseline, Day 2 (day of colonoscopy), Day 4 + 1,
and Day 9 + 1 (Figure)

baseline was higher in NER1006 groups versus OSS, but was similar by Day 4

Table 3. Changes in Plasma Sodium Levels, by Age Group

Patients, <65 Years

¢ NER1006 was well tolerated regardless of age group
e Transient increases in sodium and chloride levels were observed on the day

Patients, >65 Years

— Upper limit of normal laboratory values were: 145 mmol/L (sodium), 105 mmol/L (chloride),

gl 1 (botass NER1006 0SS NER1006 0SS of colonoscopy, but changes were not associated with clinically meaningful
and 5 mmol/L (potassium) Assessment* (N=214) (N=217) (N=48) (N=48) sequelae and levels returned to normal in most patients by Day 4
Figure. Study Design Baseline, mean (SD), mmol/L 141.0 (2.4) 141.0 (2.5) 140.5 (2.5) 140.4 (2.4) — Mild increases in electrolyte levels may potentially be addressed by
w Day 2, n' 213 216 4 46 adequate hydration in appropriate patients
Screening and DE\ Day 2 Day 2 Safety ASse:s?:l\;nts Mean (SD), mmol/L | 144.5 (2.8) 141.0 (2.8) 1451 (2.3) 141.6 (2.8)
Randomization PM Dosing AM Dosing Colonoscopy Assessments and EOS Mean (SD) change from baseline, mmol/L 3.5 (2.9 0 4.4 (2.5} 1.2 (2.)
Day 4, n 210 208 46 47 REFERENCES: 1. Day LW, et al. Gut Liver. 2015;9(2):143-151. 2. Ho SB, et al. Drugs Aging. 2017;34(3):163-172. 3. Adamcewicz M, et al.
Expert Opin Drug Metab Toxicol. 2011;7(1):89-101. 4. Lichtenstein GR, et al. Aliment Pharmacol Ther. 2007;26(5):633-641. 5. DeMicco MP, et al.
Visit 3 1st Dose 2nd Dose Visit 2 Visit 3 Visit 4 mg:; ggi’cmh;“no'/e Lfrom T 1(‘)“(-33( 2(24-1;3) 141.% (2.5) 1;114-11 (221-;1) 1302-6(2(26)7) Gastrointest Endosc. 2018;87(3):677-687. 6. Bisschops R, et al. Endoscopy. 2019:51(1):60-72. 7. Schreiber S, et al. Endoscopy. 2019;51(1):73-84.
(Day -30 to -1) 6:00 PM (2 h) 6:00 AM (x2 h) (Day 4 + 1 day) (Day 9 £ 1 day) 2 | o R T ACKNOWLEDGMENTS: The current analyses were supported by Norgine BV/Salix Pharmaceuticals. Medical writing and technical editorial
Day 9, n 170 186 30 34 assistance were provided under direction of the authors by Mary Beth Moncrief, PhD, and Julie B. Stimmel, PhD, Synchrony Medical
NER1006 or NER1006 or Mean (SD), mmol/L 141.3 (2.1) 140.8 (2.8) 141.4 (3.) 140.6 (2.5) Communications, LLGC, West Chester, PA. Funding for this assistance was provided by Salix Pharmaceuticals.
Oral Sulfate Solution Oral Sulfate Solution | . L . . L - . . .
Mean (SD) change from baseline, mmol/L 0.3 (2.3)° -0.2 (2.5) 0.7 (2.6) 0.2 (2.3) DISCLOSURES: MSE reports acting as a principal investigator in research for Investigative Clinical Research; acting as a safety advisor for Aspire

EOS = end of study.
Adapted with permission from DeMicco MP, et al. Gastrointest Endosc. 2018;87(3):677-687.°
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*Plasma sodium ULN = 145 mmol/L.

"Prior to colonoscopy.

tP<0.0001 vs OSS.

3P=0.05 vs OSS.

OSS = oral sulfate solution; SD = standard deviation; ULN = upper limit of normal.
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