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Abstract

Introduction:

Dipeptidyl peptidase 4 (DPP4) inhibitors are widely used in patients with type 2 diabetes mellitus (T2DM)
on maintenance hemodialysis (HD), but the efficacy of the once-weekly DPP4 inhibitor omarigliptin is not

known.
Methods:

This prospective, randomized, open-label, parallel-group, non-inferiority/superiority, once-daily DPP4
inhibitor linagliptin-controlled, multicenter study examined glycemic control and safety of omarigliptin
(UMIN000024284). Sample size was calculated to confirm non-inferiority in terms of changes in glycated
hemoglobin (HbAlc). We enrolled 33 patients with T2DM on maintenance HD who had been treated with
linagliptin for at least 3 months. The patients were randomized to receive omarigliptin (12.5 mg/week; n=



16) or linagliptin (5 mg/day; n=17). Primary endpoints were changes in HbA1lc and glycoalbumin (GA)
over 24 weeks.

Results:

Differences in the mean change in primary endpoint values between the omarigliptin and linagliptin groups
were —0.60% [—1.14, — 0.09] for HbA Ic, with a two-tailed upper 95% limit (i.e., one-tailed 97.5% upper
limit) of 0.25%, below the non-inferiority limit, and — 1.70% [—4.23, + 0.88] for GA, with a two-tailed
upper 95% limit of 0.75%, above the non-inferiority limit. At 24 weeks, the omarigliptin group showed
significantly greater reduction in HbA1c than the linagliptin group (— 0.2% + 0.6% vs. 0.4% =+ 0.8%, two-
tailed p = 0.024) and significantly greater reduction in blood glucose after a single HD session (— 18.4 +
31.4 mg/dL vs. 25.2 + 59.5 mg/dL, respectively, two-tailed p = 0.025). No subjects in the omarigliptin
group developed hypoglycemia.

Conclusions:

Our data showed that omarigliptin was non-inferior to linagliptin in glycemic control. Omarigliptin is
feasible for glycemic control in patients with T2DM on maintenance HD.

Clinical Trials Registration:

UMIN000024284.

Keywords (separated by '-')
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once-weekly DPP4 inhibitor omarigliptin is not
known.

Methods: This prospective, randomized, open-
label, parallel-group, non-inferiority/superior-
ity, once-daily DPP4 inhibitor linagliptin-con-
trolled, multicenter study examined glycemic
control and  safety of  omarigliptin

ABSTRACT

Introduction: Dipeptidyl peptidase4 (DPP4)
inhibitors are widely used in patients with
type 2 diabetes mellitus (T2DM) on mainte-
nance hemodialysis (HD), but the efficacy of the
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33 patients with T2DM on maintenance HD
who had been treated with linagliptin for at
least 3 months. The patients were randomized
to receive omarigliptin (12.5 mg/week; n = 16)
or linagliptin (5 mg/day; n = 17). Primary end-
points were changes in HbAlc and glycoalbu-
min (GA) over 24 weeks.

Results: Differences in the mean change in pri-
mary endpoint values between the omarigliptin
and linagliptin groups were — 0.60% [— 1.14,
— 0.09] for HbAlc, with a two-tailed upper 95%
limit (i.e., one-tailed 97.5% upper limit) of 0.25%,
below the non-inferiority limit, and — 1.70%
[— 4.23, 4+ 0.88] for GA, with a two-tailed upper
95% limit of 0.75%, above the non-inferiority
limit. At 24 weeks, the omarigliptin group showed
significantly greater reduction in HbA1lc than the
linagliptin group (—0.2% £ 0.6%  vs.

4@xA0.4% + 0.8%, two-tailed p = 0.024) and signifi-
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cantly greater reduction in blood glucose after a
single HD session (— 18.4 &+ 31.4 mg/dL vs.
25.2 + 59.5 mg/dL, respectively, two-tailed
p = 0.025). No subjects in the omarigliptin group
developed hypoglycemia.

Conclusions: Our data showed that omar-
igliptin was non-inferior to linagliptin in gly-
cemic control. Omarigliptin is feasible for
glycemic control in patients with T2DM on
maintenance HD.

Clinical Trials Registration: UMIN000024284.

Keywords: Linagliptin; Hemodialysis; Once-
weekly dipeptidase 4 inhibitor; Omarigliptin;
Type 2 diabetes mellitus

Key Summary Points

Why carry out this study?

Efficacy of the once-weekly DPP4 inhibitor
omarigliptin is unknown in patients with
type 2 diabetes mellitus on maintenance
hemodialysis.

There are no reports of comparisons
between once-weekly and once-daily
DPP4 inhibitors in glycemic control and
treatment satisfaction in patients with
type 2 diabetes mellitus on maintenance
hemodialysis.

What was learned from the study?

Once-weekly DPP4 inhibitor omarigliptin
was non-inferior to once-daily DPP4
inhibitor linagliptin in its glycemic
control.

If patients on hemodialysis can take once-
weekly drugs, such as omarigliptin, at a
hemodialysis center, they might maintain
adherence almost perfectly.

Once-weekly DPP4 inhibitor omarigliptin
is feasible for glycemic control in patients
with type 2 diabetes mellitus on
maintenance hemodialysis.

DIGITAL FEATURES

This article is published with digital features,
including a summary slide, to facilitate under-
standing of the article. To view digital features
for this article go to https://doi.org/10.6084/
m9.figshare.13417397.

INTRODUCTION

Insulin injection therapy is mainly used for
glycemic control in patients on maintenance
hemodialysis (HD) with type 2 diabetes mellitus
(T2DM). Some problems arise in insulin therapy
though, such as hypoglycemia, cumbersome-
ness, and pain from the injection itself [1].
Patients on maintenance HD endure repeated
venipuncture for venous access at each HD
session (usually three times a week) and also
need daily injections of insulin. It would be
ideal to achieve good glycemic control without
insulin injection by using only oral hypo-
glycemic agents (OHAs), but the use of available
OHA:s is limited in these patients because of the
risk of prolonged hypoglycemia.

Dipeptidyl peptidase4 (DPP4) inhibitors
have the benefits of not only providing proper
glycemic control but also being associated with
a lower incidence of hypoglycemia and good
safety, even in patients with chronic kidney
disease [2], so they are widely used in patients

A\ Adis

Journal : Large 13300
Article No. : 991

~
=

MS Code : DIAT-D-20-00371R1

]

Dispatch :  7-1-2021 Pages : 13
LE O TYPESET
o DIsK

¥ cp

95

96
97
98
99
100

101

102
103
104
105
106
107
108
109
110
111
112
113
114
115
116
117
118
119
120
121
122


https://doi.org/10.6084/m9.figshare.13417397
https://doi.org/10.6084/m9.figshare.13417397

Author Proof

123
124
125
126
127
128
129
130
131
132
133
134
135
136
137
138
139
140
141
142
143
144
145
146
147
148

149

150

151
152
153
154
155
156
157
158
159
160
161
162
163
164
165
166
167
168

Diabetes Ther

on maintenance HD [3]. Once-weekly DPP4
inhibitors recently became commercially avail-
able, and compared with once-daily DPP4
inhibitors, they are not inferior in terms of
glycemic control and their efficacy has been
reported [4]. The once-weekly DPP4 inhibitor
omarigliptin is reported to be non-inferior to
other OHAs and to have improved adherence in
patients with T2DM [S]. Omarigliptin is also an
option for patients with severe renal dysfunc-
tion [6]. Because patients on maintenance HD
need to take many oral medications and often
have problems with adherence [7, 8], it is likely
that omarigliptin could improve their
adherence.

However, no reports have compared once-
weekly and once-daily DPP4 inhibitors in terms
of changes in glycemic control in patients with
T2DM on maintenance HD. Therefore, in this
study, we investigated the non-inferiority of
once-weekly omarigliptin compared with the
once-daily DPP4 inhibitor linagliptin in these
patients. We also studied the efficacy of omar-
igliptin in association with changes in plasma
glucagon and active glucagon-like peptide 1
(GLP-1) levels and treatment satisfaction.

METHODS

Participants

Eligible patients (1) had been on maintenance
HD for more than 6 months, (2) were aged at
least 20 years with T2DM treated using DPP4
inhibitors for more than 3 months, and (3) had
given written informed consent for the use of
their clinical data in this study. Exclusion cri-
teria were (1) treatment with GLP-1 receptor
agonists, (2) hypersensitivity to DPP4 inhibitors
or GLP-1 receptor agonists, (3) severe diabetic
ketosis, coma, or pre-coma, (4) severe active
infection, severe trauma, or in the perioperative
period, (5) severe heart or liver dysfunction, (6)
other conditions such as pituitary gland or
adrenal gland dysfunction, impaired nutrition,
starvation, irregular or insufficient dietary
intake, hyposthenia, excessive muscular exer-
cise, or heavy alcohol consumption, (7) preg-
nant, breastfeeding, or may be pregnant, (8)

uncontrolled hyperglycemia (glycated hemo-
globin [HbAlc] > 9% or glycoalbumin [GA]
> 27%) on current treatment with OHAs, or (9)
considered ineligible for this trial by the
attending physician for any medical reasons.

Study Design

This was a prospective, randomized, open-label,
parallel-group, non-inferiority/superiority,
once-daily linagliptin-controlled, multicenter
study conducted at Niigata University Medical
and Dental Hospital and three affiliated dialysis
facilities between April 2017 and March 2018
(UMINO000024284). This study was approved by
the Ethics Committee of Niigata University
(approval number 2015-1277).

The overall study design is shown in Fig. 1.
After providing written informed consent to
participate, patients who had been taking lina-

169
170
171
172
173

174

175
176
177
178
179
180
181
182
183
184
185
186

gliptin' continued as they were, but those who EGER7

had been taking other DPP4 inhibitors changed
to-linagliptin. We provided a pre-observation
period of at least 3 months and checked for
adverse events or side effects through medical
interviews and by investigating standard labo-
ratory parameters. We then randomized the
patients into a group that continued linagliptin
and a group that switched to omarigliptin after
the pre-observation period. Patients in the
linagliptin group took one tablet daily after
breakfast (5 mg/day), whereas patients in the
omarigliptin group took one tablet every first
HD day of the week at their HD center (12.5 mg/
week). The nurses confirmed that the patients
in the omarigliptin group took a tablet at their
HD center and instructed the patients in the
linagliptin group to take a tablet every day.

For randomization, we used the sealed
envelope method. The random sequence of
envelope allocations was generated using block
randomization. The block sequence was deter-
mined on the basis of random numbers gener-
ated in Excel™. A controller outside the trial
administration center performed the random-
ization process and created the sealed
envelopes.

The observation period was 24 weeks. From
the start of the observation period, no
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Change another DPP-4
inhibitor to linagliptin

Obtain consent
for the research

‘ Continue linagliptin 5 mg q.d. |

I Change to omaligliptin 12.5 mg q.w.l

Screening Pre-observation period
period at least 12 weeks

Observation period
24 weeks

Weeks

24

DPP-4, dipeptidyl peptidase-4; R, randomization; q.d., once daily; q.w., once weekly.

Fig. 1 Study design. DPP4 dipeptidyl peptidase 4, R randomization, q.d. once daily, q.w. once weekly

replacement or addition of OHAs was allowed
until 12 weeks. After 12 weeks, if patients had
not achieved HbAlc <10% or GA < 29%,
physicians were permitted to add other OHAs
such as glinides or alpha-glucosidase inhibitors
at their discretion in both treatment groups.
However, additional use of insulin was not
allowed. We did not restrict the use of thera-
peutic drugs for other conditions, such as anti-
platelet, antihypertensive, or antidyslipidemia
drugs.

Study Evaluations

The primary objectives of this study were to
assess the efficacy, safety, and effect on quality
of life (QOL) of once-weekly omarigliptin com-
pared with once-daily linagliptin over 24 weeks
of treatment. The hypothesis was that treat-
ment with omarigliptin would provide a non-
inferior reduction in HbAlc and GA compared
with linagliptin over the 24 weeks of treatment.

Primary endpoints were changes from base-
line HbAlc and GA in both groups. Secondary
endpoints were changes in blood glucose,
plasma glucagon, and active GLP-1 before and
after a single HD session and treatment satis-
faction determined using the Diabetes Therapy-
Related QOL (DTR-QOL) questionnaire score.
Safety endpoints included incidence of adverse

events. due to
hypoglycemia.

omarigliptin, such as

Laboratory Investigations

Body mass index (BMI) was determined by
dividing average body weight (kilograms) after a
single HD session by height (meters) squared.
Pre-HD venous blood samples were obtained at
the beginning of the week. Routine biochemical
parameters were analyzed in the laboratory at
each facility. Samples were obtained for blood
glucose, plasma glucagon, and plasma active
GLP-1 measurements in the middle of the week.
Then, measurements were performed at SRL,
Inc. (Tokyo, Japan). Plasma glucagon levels
were measured using a commercially available
sandwich ELISA kit, which uses monoclonal
antibodies against both the C-terminal and
N-terminal of glucagon (10-1271-01, Mercodia
AB, Uppsala, Sweden). Plasma active GLP-1
levels were measured using a Glucagon-Like
Peptide-1 (Active) ELISA Kit (Millipore, Billerica,
MA).

Patient satisfaction was assessed using the
29-item, self-administered DTR-QOL question-
naire [9, 10]. The DTR-QOL consists of four
primary scales: domain 1, burden on social
activities and daily activities (13 items);
domain 2, anxiety and dissatisfaction with
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treatment (8 items); domain 3, hypoglycemia (4
items); and domain 4, satisfaction with treat-
ment (4 items) [9, 10].

Statistical Analysis

The primary hypothesis of this study was that
once-weekly omarigliptin was not significantly
inferior to once-daily linagliptin in terms of
glycemic control for patients with T2DM on
maintenance HD. The recommended non-infe-
riority margin of HbAlc was 0.30-0.40%, but we
defined that value as 0.25% to show the non-
inferiority more precisely [11]. We also defined
the non-inferiority margin of GA as 0.75%,
because the GA value was about three times the
HbAlc value reported in a previous clinical
study [12]. For sample size calculation, we used
the non-inferiority margin of HbA1lc reduction.
It was assumed that the HbA1lc reduction would
be similar to that in previous clinical trials
where omarigliptin resulted in an HbAlc
decrease of 0.80% [6], whereas linagliptin
resulted in a decrease of 0.87% [13], with a
standard deviation (SD) of 0.16% for both
treatments. With a non-inferiority margin of
0.25%, one-sided alpha of 0.025, and power of
0.8, the sample size was calculated as 13 for
each group. Considering a dropout rate of 10%,
the minimum sample size was set to 30 in total.

Efficacy analyses were performed for the full
analysis set, which included participants who
received an allocated treatment and provided
assessable outcome data. Safety data were eval-
uated for all participants who received the
allocated treatment at least once. Numerical
variables were expressed as means + SD, and
categorical variables were expressed as n (%).
Changes in all assessed numerical data during
the 24-week study period were compared
between the groups using the two-sample f test,
and two-sided pvalues less than 0.05 were
considered significant. For HbAlc and GA, the
primary endpoints of this study, baseline-ad-
justed mean changes were also compared
between groups on the basis of linear regression
models in post hoc analyses. For the difference
in each primary endpoint between the omar-
igliptin and linagliptin groups, the two-tailed

95% confidence interval (CI) was calculated and
the upper limit was used to evaluate the non-
inferiority. For HbAlc, Welch’s ttest was used
for unadjusted comparison and robust 95%
confidence intervals were calculated for both
unadjusted and Dbaseline-adjusted models
because variances of mean changes were statis-
tically different between the groups. All statis-
tical analyses, except for the robust 95%
confidence interval for the baseline-adjusted
model, were performed using IBM SPSS Statistics
for Windows ver. 21.0 (IBM Corp., Armonk,
NY). The robust 95% interval was estimated
using HAD, an Excel-based free statistical pro-
gram package that can be downloaded via the
internet (https://norimune.net/had, Japanese)
[14].

Compliance with Ethics Guidelines

The study was approved by the institutional
review boards of Niigata University and Shin-
rakuen Hospital. All procedures were performed
in accordance with the Helsinki Declaration of
1964, and its later amendments, and conformed
with national regulations. The study was a
prospective randomized controlled trial, and all
patients provided written informed consent for
participation in this study and publication of
their clinical data for research purposes.

RESULTS

The patient disposition is shown in Fig.2. A
total of 57 patients were screened and 24 were
excluded (screening failure or rejection). A total
of 33 patients were randomized, 17 to omar-
igliptin and 16 to linagliptin. Thirty patients
received the study treatment. Three patients
dropped out before starting treatment because
of unexpected worsening of glycemic control,
withdrawal of consent, or transfer to another
hospital. None of patients in the omarigliptin
group experienced hypoglycemia over the
24 weeks; one patient in the linagliptin group
dropped out at week21 because of hypo-
glycemia (about 50-60 mg/dL) during HD. This
patient was not administered insulin or another
antihyperglycemic agent. Two patients in the

Journal : Large 13300
Article No. : 991

~
=

MS Code : DIAT-D-20-00371R1

A\ Adis
Dispatch :  7-1-2021 Pages : 13
0O LE O TYPESET
v cp ¥ Disk

319
320
321
322
323
324
325
326
327
328
329
330
331
332
333
334
335

336

337
338
339
340
341
342
343
344
345
346

347

348
349
350
351
352
353
354
355
356
357
358
359
360
361
362
363


https://norimune.net/had

Author Proof

364
365
366
367
368
369
370
371
372
373
374
375
376
377
378
379
380
381
382
383
384
385
386
387
388
389
390
391
392
393
394
395

Diabetes Ther

Screened (n = 57)

Randomized (n = 33)

Not randomized
Screening failure, rejected (n = 24)

v

Omarigliptin: n =16

Discontinued

Participant withdrawal, n =1
Hospital transfer, n =1
*Lumbar fracture, n = 1
*Cerebral infarction, n =1

-~

A 4

Completed trial, n =12

Full analysis set, n = 14
Per protocol set, n =12

*, included in the full analysis set.

Fig. 2 Patient disposition. *Included in the full analysis set

omarigliptin group dropped out because of
long-term hospitalization due to cerebral
infarction or lumbar compression fracture.
Their attending physicians deemed that there
was no relationship between omarigliptin and
these diseases. The full analysis set comprised
14 patients in the omarigliptin group and 16
patients in the linagliptin group, making a total
of 30 patients (Fig.2). The baseline  clinical
characteristics are shown in Table 1.'Mean age
was 67.6 years, approximately 80% were male,
mean BMI was 23.5 kg/m?, mean HbAlc was
6.3%, mean GA was 20.4%, mean duration of
maintenance HD was 6.1years, and mean
duration of T2DM was 18.8 years (20.8 + 11.3
in the linagliptin group; 16.0 £ 8.7 years in the
omarigliptin group). Most of the patients were
started on maintenance HD treatment because
of diabetic nephropathy. For concomitant
drugs, the mean number of tablets per week was
124.3. There were no changes in insulin doses
and prescribed OHAs in either group during the
study period.

The between-group differences in the chan-
ges in HbAlc and GA at 24 weeks are shown in
Table 2 and Figs. 3 and 4. In the full analysis set
(n = 30), the differences in the mean change in
primary endpoint values between the omar-
igliptin and linagliptin groups were — 0.60%
[ 1.14, — 0.09] for HbAlc, with a two-tailed
upper 95% limit of 0.25%, below the non-infe-
riority limit, and — 1.70% [— 4.23, + 0.88] for

Linagliptin: n =17

Discontinued
Hyperglycemia, n =1
*Hypoglycemia, n=1

v

Completed trial, n =15

Full analysis set, =16
Per protocol set, n =15

GA, with a two-tailed upper 95% limit of 0.75%,
above the non-inferiority limit. In post hoc
analyses adjusted for baseline values, the dif-
ferences in the mean change between the
omarigliptin and linagliptin groups were —
0.62% [— 1.20, — 0.04] for HbA1lc, with a two-
tailed upper 95% limit of 0.25%, below the non-
inferiority limit, and — 2.49% [— 5.15, + 0.18]
for GA, with a two-tailed upper 95% limit of
0.75%, below the non-inferiority limit (Fig. S1
in the supplementary material). Also, HbAlc
reduction was significantly greater in the
omarigliptin group (— 0.2% =+ 0.6%) than in
the linagliptin group (0.4% + 0.8%, p = 0.024).
GA tended to be reduced in the omarigliptin
group (— 0.3% =+ 3.4%) compared with the
linagliptin group (1.4% =+ 3.4%; P = 0.190).
The secondary endpoints are shown in
Table 3 and Table S1. Blood glucose reduction
after a single HD session was significantly
greater in the omarigliptin group
(— 18.4 £+ 31.4 mg/dL) than in the linagliptin
group (25.2 £ 59.5 mg/dL, p = 0.025). Plasma
glucagon levels either before and after a single
HD session tended to be reduced in the omar-
igliptin group (— 9.9 + 30.3 pg/mL
and — 6.8 £ 14.1 pg/mL, respectively) com-
pared with the linagliptin group (6.1 + 31.6 pg/
mL and 2.6 £ 16.6 pg/mL, respectively;
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p =0.184 or 0.193, respectively). Plasma active EEPR5

GLP-1 levels before a single HD session tended
to be increased in the omarigliptin group
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Table 1 Baseline clinical characteristics

Omarigliptin ~ Linagliptin

group group
n 14 16
Age, years 677 £ 8.9 67.5 £ 9.0
Male, 7 (%) 12 (85.7) 12 (75.0)
Duration of diabetes 160 £87 2084+ 113
(years)
Duration of HD (years) 5.6 &+ 4.9 6.3 + 44
BMI (kg/m?) 235+ 27 235 + 3.8
HbAlc (%) 62 £ 0.9 65 £ 1.0
GA (%) 18.8 & 4.3 219 + 3.8
Hemoglobin (g/dL) 105 4+ 1.2 103 + 1.1
Hematocrit (%) 319 + 39 317 + 32
Insulin use, 7 (%) 1(7.1) 3 (18.5)
Glinide use, 7 (%) 0 (0) 3 (18.5)
o-GI use, 7 (%) 0 (0) 3 (18.5)
Other concomitant drugs 121.1 + 812 1272 % 82.1
(tablets/week)
Primary disease for ESRD
Diabetic nephropathy, 12 (85.7) 11 (68.8)
7 (%)
Nephrosclerosis, 7 (%) 1 (7.1) 1(63)
Other discases, 7 (%) 2 (14.3) 3 (18.5)

Data are presented as mean =+ standard deviation, or
n (%)

BMI body mass index, HbAIc glycated hemoglobin, GA
glycoalbumin, ESA erythropoiesis-stimulating agents, HD
hemodialysis, o-GI o-glucosidase inhibitors, ESRD end-

stage renal disease

Table 2 Primary endpoints

(7.6 £ 12.5 pmol/L) compared with the lina-
gliptin group (2.1 £ 7.1 pmol/L; p = 0.178). The
mean change in the total DTR-QOL score was —
1.5 £ 18.3 in the omarigliptin group and —
3.0 £ 10.2 in the linagliptin group (p = 0.787).
There were no significant ‘differences in any
subscale score of the DTR-QOL between the two
groups.

There were no significant differences in
changes of hemoglobin or hematocrit levels
(Table S2). We also examined the doses of ery-
thropoiesis-stimulating agents (ESAs) during the
study period (Table 83). From the start to end of
the observation period, the dose of ESAs
increased in six patients, did not change in
eight, and decreased in none in the omar-
igliptin group, whereas the dose increased in
two  patients, did not change in 11, and
decreased in three in the linagliptin group.

There was also no change in the rate of
insulin use or in the dialysis fluid glucose con-
centration between the two groups during the
study period (data not shown).

DISCUSSION

This prospective, randomized, open-label, par-
allel-group, non-inferiority/superiority, multi-
center study examined the efficacy of once-
weekly DPP4 inhibitor omarigliptin compared
with once-daily DPP4 inhibitor linagliptin in
patients with T2DM undergoing maintenance
HD. We confirmed the non-inferiority of
omarigliptin compared with linagliptin in terms
of changes in HbAlc. Moreover, we confirmed
greater reduction in HbAlc and blood glucose
after a single HD session in the omarigliptin
group. None of the patients in the omarigliptin

Omarigliptin group Linagliptin group p value
n  Week 0 Week 24 A24 weeks n  Week 0 Week 24 A24 weeks
HbAlc (%) 14 62 £ 09 60+06 —02=£06 16 65+ 1.0 69+15 04=+038 0.024
GA (%) 14 188 +£43 185+£40 —03+34 16 219+38 233+47 14+34 0.190

Date are presented as mean =+ standard deviation. A24 weeks indicates changes from baseline to 24 weeks

HbAlc glycated hemoglobin, GA glycoalbumin
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AHbAlc

-0.61 [-1.14, -0.09]

non-inferiority margin

-1.0 -0.5 0.0

0.5 1.0 (%)

AGlycoalbumin

A

+$

-1.67 [-4.23,+0.88)

non-inferiority margin

BN 2o

-4.0 -3.0 -2.0 -1.0 0.0

=3

2.0 3.0 4.0 (%)

’ Estimates (omarigliptin group vs linagliptin group)

<+—> [95% confidence interval]

The vertical dotted line at 0.25% represents the margin of non-inferiority for the HbAIc change and 0.75% for the GA change.
Two-headed horizontal arrow bars represent one-sided 95% confidential intervals.

Fig. 3 Between-group differences in 24-week changes in
glycated hemoglobin (HbAlc) and glycoalbumin (GA).
The vertical dotted line at 0.25% represents the margin of

( ) AHbAlc
a =
0, p=0.024
1.0 - [ I
0.5 |
0.0 r .
-0.5-

Omarigliptin Linagliptin

non-inferiority for the HbAlc change and 0.75% for the
GA change. Two-headed horizontal arrow bars represent
one-sided 95% confidence intervals

AGlycoalbumin
(b) p=0.190

Omarigliptin Linagliptin

Changes in (a) HbA ¢ levels and (b) GA levels between the two groups. Between-group differences were compared using the t test.
P values < 0.05 were considered statistically significant. Data are shown as the mean + standard error.

Fig. 4 Changes from baseline in glycated hemoglobin
(HbA1Ic) and glycoalbumin (GA) after 24 weeks in the full
analysis set. Changes in a HbAlc levels and b GA levels
between the two groups. Between-group differences were

group developed hypoglycemia during the
observation period.

Diabetic nephropathy is the leading cause of
end-stage renal disease (ESRD) worldwide. Good
glycemic control is reported to improve prog-
nosis even in patients with T2DM on mainte-
nance HD [2], but few OHAs can be used in such
patients, so insulin injection therapy is the
standard. However, adherence to insulin

compared using the £ test. p values less than 0.05 were
considered statistically significant. Data are shown as the
mean =+ standard error

injection therapy is usually lower than adher-
ence to OHAs because of hypoglycemia. DPP4
inhibitors are widely used in patients with
T2DM on maintenance HD and have a good
safety profile. For example, vildagliptin, a once-
daily DPP4 inhibitor, also reduces plasma glu-
cagon levels and might contribute to reduction
of blood glucose in patients on maintenance
HD [15]. Moreover, it was reported that patients
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Table 3 Secondary endpoints

Omarigliptin group Linagliptin group p value
n A24 weeks n A24 weeks
Glucose before HD (mg/dL) 13 1.2 £ 568 16 451 £ 91.8 0.144
Glucose after HD (mg/dL) 13 — 184 £ 314 16 252 £ 595 0.025
Glucagon before HD (pg/mL) 13 —9.9+£303 16 6.1 £ 31.6 0.178
Glucagon after HD (pg/mL) 13 — 68 + 141 16 2.6 £ 16.6 0.115
Active GLP-1 before HD (pmol/L) 13 7.6 £ 125 16 21+71 0.141
Active GLP-1 after HD (pmol/L) 13 — 3.0+ 130 16 — 07 £ 105 0.601
DTR-QOL
Total score 13 — 15+ 183 16 — 3.0 %102 0.787
Subscale score
Domain 1 13 — 2.6 £ 235 16 — 29 £ 146 0.964
Domain 2 13 1.1 £15.5 16 — 37+ 121 0.361
Domain 3 13 —38£175 16 — 5.8 £1260 0.816
Domain 4 13 — 0.5 £+ 31.1 16 — 05 %176 0.997

Data are presented as mean =+ standard deviation. A24 weeks indicates changes from baseline to 24 weeks
HD hemodialysis, GLP-1 glucagon-like peptide-1, GIP gastric inhibitory polypeptide, DTR-QOL Diabetes Therapy-Related

Quality of Life

with ESRD including those on peritoneal dialy-
sis with T2DM showed no significant difference
in glycemic control among three types of once-
daily DPP4 inhibitors [16]. Once-weekly DPP4
inhibitor omarigliptin showed non-inferiority
to other OHAs in improving glycemic control
and might thus improve adherence and patient
satisfaction [17]. In a meta-analysis, omar-
igliptin showed obviously better efficacy and
safety and lower risk of hypoglycemia than
placebo [5]. Also, omarigliptin can be used at
low doses in patients with ESRD and is favorably
comparable with placebo or glipizide in terms of
efficacy and safety [18]. In our study, we found
that patients in the once-weekly omarigliptin
group had greater reduction in HbAlc and
blood glucose after a single HD session com-
pared with patients in the once-daily DPP4
inhibitor linagliptin group. Although this was
not a significant difference, we also found that
the omarigliptin group had reduced plasma
glucagon and active GLP-1 levels either before

linagliptin group. There are two possible rea-
sons for the better glycemic control in the
omarigliptin group. First, omarigliptin is a long-
acting OHA, so this drug can maintain higher
DPP4 inhibition over the period of a week [19].
Plasma glucagon levels also tended to be
reduced in the omarigliptin group in our study.
Furthermore, it has been reported that omar-
igliptin might decrease DPP4 secretion and
ameliorate insulin resistance compared with
linagliptin [20]. Accordingly, treatment with
omarigliptin might have more strongly sup-
pressed plasma glucagon and increased active
GLP-1 than treatment with linagliptin over the
period of a week, although more detailed stud-
ies are needed. Second, once-weekly drugs, such
as omarigliptin, might improve adherence by
reducing the medication burden of patients.
Some once-weekly DPP4 inhibitors are currently
available for use. Inagaki et al. reported that the
once-weekly DPP4 inhibitor trelagliptin, which
is contraindicated in patients with ESRD, pro-

or after a single HD session compared with the vides well-tolerated long-term safety and
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efficacy; therefore, once-weekly drugs are con-
sidered a good therapeutic alternative in
patients with T2DM for improving adherence
[21, 22]. The same as in our study, if patients
undergoing HD can take once-weekly drugs at
the HD center, almost perfect adherence might
be possible. It also might be easy for patients to
take once-weekly DPP4 inhibitors at the HD
center because they are usually also adminis-
tered other once-weekly drugs such as ESAs.

Some studies have reported improved treat-
ment satisfaction when patients with T2DM
switched from once-daily to once-weekly drugs,
based on the Diabetes Treatment Satisfaction
Questionnaire [23]. The DTR-QOL instrument
that we used is an exact reflection of the
patient’s satisfaction with treatment, especially
in relatively younger patients under the age of
65 years [24], those receiving at most two con-
comitant drugs for treatment of comorbidities,
and those who were treatment naive before the
start of the study [25]. As such, we expected
some improvement in patient satisfaction with
treatment, but there was no significant
improvement in DTR-QOL score in the omar-
igliptin group. In our study, the participants
were relatively old (mean age 67.6 years). They
were also not treatment naive and received
many concomitant drugs. The mean number of
concomitant drug types was 8.0 per day (17.9
tablets per day, 124.3 tablets per week). In
general, patients on maintenance HD require
many drugs, including antihypertensives or
phosphorus binders. /These factors might
explain the lack of significant improvement in
DTR-QOL score in-our study. Among those
patients who received hundreds of tablets per
week, treatment satisfaction did not improve
even when the number of tablets decreased by
six tablets per week.

In Japan, rising medical costs for patients
with T2DM. on HD are a major challenge.
Monthly medical expenses for maintenance HD
are estimated at about 400,000 JPY per patient.
Kanozawa et al. reported that switching from
other DPP4 inhibitors to lower-dose sitagliptin
on the basis of the patient’s renal function sta-
tus reduced daily drug costs by 88.1 JPY per
patient [26]. Omarigliptin (12.5 mg), as used in
this study, costs about 492.9 JPY weekly, and

linagliptin (5 mg) costs 1005.2 JPY weekly.
Switching linagliptin to omarigliptin reduces
drug costs per patient by 512.3 JPY weekly and
about 30,000 JPY yearly. Notably, the daily
DPP4 inhibitor sitagliptin (12.5mg dose in
patients on hemodialysis), which is widely used
worldwide, costs about 400 JPY weekly, which is
comparable to the cost of omarigliptin. Omar-
igliptin can therefore be a good therapeutic
option in terms of reducing national medical
costs.

This study has several limitations. First,
although we confirmed that the omarigliptin
group had a greater reduction in HbAlc, this
result might have been affected by changes in
the doses of ESAs in the two groups. Second, we
could not confirm non-inferiority of omar-
igliptin compared with linagliptin in reduction
of GA levels in unadjusted data. We calculated
the sample size of participants based on the
non-inferiority margin in HbAlc. As a result,
the sample size may have been too small to
identify a significant difference in the reduction
of GA levels between the two groups. Setting a
larger sample size might help to confirm non-
inferiority in terms of not only reduction in GA
but also reduction in plasma glucagon and ele-
vation in plasma active GLP-1 levels, so we will
consider using a crossover protocol in a future
study. Third, most of our participants already
had good glycemic control when this study
started. For ethical reasons, we excluded the
patients with poor glycemic control (HbAlc
>9% or GA > 27%) on current treatment
because they had the potential for further
exacerbation of glycemic control because of
drug changes. Investigating the efficacy of
omarigliptin in patients with poor glycemic
control remains a topic for future research.
Fourth, because of ethical considerations, our
protocol permitted patients to change or add
OHA:s if they had not achieved HbAlc < 10% or
GA < 29% after 12 weeks. However, no patients
changed or added antidiabetic drugs during the
study period, so this point did not appear to
affect our results. Fifth, mean duration of dia-
betes was longer in the linagliptin group than in
the omarigliptin group. This difference might
have affected our results, but the sample size in
this study was too small to perform
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multivariable analysis. This point would need to
be adjusted for in a further study. Sixth, we
could not measure morning fasting plasma
glucagon or active GLP-1 because some of our
patients underwent HD at night. Seventh, the
study period was only 24 weeks, so the efficacy,
safety, and treatment satisfaction of omar-
igliptin over longer periods remain unclear.
Eighth, we compared only linagliptin and
omarigliptin, and therefore the effects of
omarigliptin in comparison with other OHAs
are not known.

CONCLUSION

Our data showed that the once-weekly DPP4
inhibitor omarigliptin was non-inferior to once-
daily DPP4 inhibitor linagliptin in glycemic
control. Use of once-weekly omarigliptin is also
practicable for achieving glycemic control in
patients with T2DM on maintenance HD. Fur-
ther research is needed to verify the effective-
ness of omarigliptin in longer-term and larger-
scale studies.
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