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Profile and management of adverse events during treatment by naldemedine,

a novel peripherally-acting mu-opioid receptor antagonist (PAMORA),
for cancer patients with opioid-induced constipation (OIC).
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BACKGROUND

+ Opioid-induced constipation (OIC) is common
and troublesome symptom in patients using
opioids.

+ Naldemedine, a novel peripherally-acting mu-
opioid receptor antagonist (FPAMORA), was
approved for the treatment of OIC by
Japanese regulatory authority in March 2017.

« Although efficacy and safety data among
highly selected patients is available from
pivotal studies, real-world evidence including
appropriate management of adverse events is
still lacking.

AlM

To obtain knowledge for effective and safer
use of naldemedine for OIC patients

METHODS

» Multi-center, retrospective observational study
by electronic chart review

= This study was approved by the institutional
review board of each participating center

Eligibility criteria

* Received palliative care in participating centers

= Took at least one dose of naldemedine
between April 2017 to March 2018

» Be prescribed regular opioids

Exclusion criteria

* Naldemedine had been started before the first
visit to the participating centers

» Candidates or their family displayed opt-out
denial of study participation

+  We divided patients into two groups; patients
who started naldemedine within 3 days (Early
administration) or >3 days (Late administration)
after the initiation of regular opioids

+  We evaluated daily defecation counts and use
of laxatives between -7 to +7 days from the day
naldemedine started

+  We also assessed the incidence of diarrhea
and constipation within 7 days after the
initiation of naldemedine

« Diarrhea was defined as Bristol stool scale of
6-7 and evaluated Grades using CTCAE
ver4.0

+ Constipation was defined as <3 times per week
or >72-hour absence of defecation

PROFILES OF NALDEMEDINE'

+ Peripherally-acting mu-opioid receptor
antagonist (PAMORA)

«  Molecular weight: 742.84

* Cpax 2.02 ng/mlL, T, 2.00 hr,
ty: 9.53 hr (N = 16)

= Given orally, 0.2 mg once daily

+  Affinity to the opioid receptors in vitro:

Ki (nM) mu delta kappa
Naldemedine 0.34£0.03 043+0.08 0.94+0.08
MNTX 548+1.11 3458+306 321+14

+ Antagonistic activity to the opioid receptors in
vitro (against DAMGO, enkephalin and GTPyS):

Kb (nM) mu delta kappa
Naldemedine 0.50£0.05 0.27+0.03 0.44+0.08
MNTX 55.9+6.1 1082234 >271

1: Interview form of Synproic® ver3. Shionogi & Co., Ltd, 2017.

RESULTS

Patients Characteristics Table 1: Baseline characteristics of study participants.

Category Subcategory N
l Started naldemedine between June 2017 to March 2018 (N=103) | Total 98
Age, mean (range), yr 68 (23-87)
Non-cancer patient (N=1) Sex Female 47 (48%)
Rescue-dose opioid only (N=1) Male 51 (62%)
Started before first visit (N=3) ECOG-PS 1 23 (24%)
| Enrolled in this study (N=98) ] ; gi gg:;
4 19 (20%)
| Early advinistration (N=26) || Late administration (N=72) | gf" OHEEEAS, MR ooy -~ 24N
ietary intake' 0-10% 18 (20%)
Fig 1: Flowchart of patients through this study. 20-40% 26 (29%)
50-70% 17 (19%)

Delivery of Naldemedine 80-100% 30 (33%)

+ Median survival (from initiation of Pieasiibed peitly rg:r.:::: b E;g;‘:;
naldemedine) and duration of naldemedine Fe:tany,"e 18 (18%)
administration estimated by Kaplan-Meier Others? 8 (8%)
method were 64 and 25 days, respectively. Oral morphine equivalent doss,

+ Major reasons for the discontinuation of median (range), mg/day L)
naldemedine were: unable to take oral drugs Target symptom Pain 90 (92%)
(77%), potential adverse events (8%), and Dyspnea 8 (8%)
termination of opioids (7%). Time from opioid initiation to first naldemedine 23 (0-1218)

dose, median (range), days
*1 Distary inlake of 7 patients was not assessed.
“2 Other opioids wera tramadol (3), hydromorphone (2), codeine (2) and methadone (1)

Daily Defecation Counts

Early administration (N = 22*) Late administration (N = 57*)

14 1.24 p=038 14
12 paired t test 1.2 p=0.001
10 0.85 10 paired t test 1.00
08 0.8
06 086 b ’
04 0.4
0.2 0.2
0.0
Day -7 to -1 Day 0 to +7 Day -7 to -1 Day 0 to +7

Fig 2Aand 2B: Average number of defecation before and afler the first dose of naldemedine.
* Four and fifteen palients in early and late administration groups were not assessed daily defecation counts through Day -1 to +1 (frem the first naldemedine dose)

+ Naldemedine significantly increased daily defecation counts in the Late administration group, whereas
defecation counts were kept stable (or slightly decreased) in the Early administration group.

Incidence of Diarrhea Table 2: Grades of diarrhea according to the groups.

25% 22.2% Group  Grade1 Grade2  Grade 3
20% p =002 Early 1(4%) 0 0
15% oAt sabam st Late 9(13%)  4(6%) 3 (4%)
10% » Other variables including age, sex, ECOG-PS,
% 3.9% prescribed opioid or its dose, dietary intake, or
- defecation counts before naldemedine did not
0% Earl e predict the diarrhea.
y .

Incidence and severity of diarrhea after the
first dose of naldemedine was higher in the
Late administration group.

administration  administration
Fig 3: Incidence of diarrhea according to the groups.

Clinical Course of Diarrhea

Table 3: Clinical course of the patients who developed diarrhea.

Stopped Stopped N Duration of Constipation after
naldemedine other laxatives diarrhea (days) the diarrhea improved
YES YES 6 1,1,2,2,3,4 5 (83%)
YES NO 3 1.-5:8 2 (67%)
NO YES 6 g L [ 2 2 (33%)
NO NO 2 1.8 0 (0%)

CONCLUSIONS

+ Since diarrhea after the initiation of naldemedine may associated with “peripheral” opioid withdrawal,
the diarrhea can be reduced by starting naldemedine early.

+ Conslipation after the improvement of diarrhea is common; our findings suggest that the diarrhea

should be managed by stopping other laxatives first, with continued naldemedine.

Further prospective studies are warranted.

If any questions please contact: ytakagi@med.teikyo-u.ac.jp



