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A ERZ 5252 O5NBHTIC
DWC b [AREOMES & H il L7458, AHIH%
LBtk 52 B % OB T T [T LEREOS
BE) ICHEBENPA LN, LALEDS, 52
HHEDRTHR S NIHRERTHLIES b T
HotzZ e, KFEOKRED KD SUHE
HECHBEELZ DN TEREET A LIET
XMool

Pk, RAEOREHE RS S, 2 AEE
P % A5 % OICHEH I T 2 AH| 0 B
AR GHMAERTICB 2 %ets X
UCHEMEDTT 7 7 A VPSP ko2t
2 ho T2, AEEIIATAO AT
B OBRRERS " O e b EIHER
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8 123814 24 %% 36 % 52 %
e T e T e T e T e T
% (n/n) % (n/n) % (n/n) % (n/n) % (n/n)
762 (138/181) Po828 (130/157) 84.8 (112/132) 858 (97/113) 92.0 (81/88)
500 (1/2) 1000 (1/1) 0.0 (0/1) 0.0 (0/1) 0.0 (0/1)
756 (136/180) Po825 (127/154) P 838 (109/130) Po848 (95/112) P908 (79/87)
100.0 (3/3) 100.0 (4/4) 100.0 (3/3) 1000 (2/2) 1000 (2/2)
75.7 (128/169) 845 (125/148) o847 (105/124) 86.0 (92/107) 94.0 (79/84)
786 (11/14) 60.0 (6/10) 778 (7/9) 714 (5/7) 400 (2/5)
77.3 (126/163) 84.2 (117/139) 86.1 (99/115) 86.3 (88/102) 924 (73/79)
750 (12/16) 81.3 (13/16) 786 (11/14) P 700 (7/10) P78 (7/9)
250 (1/4) 333 (1/3) 500 (2/4) 1000 (2/2) 1000 (1/1)
775 (138/178) 844 (130/154) 859 (110/128) 856 (95/111) 92.0 (80/87)
0.0 (0/1) 0.0 (0/1) 0.0 (0/1) | 0.0 (0/1) | 0.0 (0/1)
250 (1/4) 333 (1/3) 50.0 (2/4) 1000 (2/2) 1000 (1/1)
77.7 (136/175) i 836 (127/152) 85.7 (108/126) 855 (94/110) P907 (78/86)
500 (2/4) 100.0 (3/3) 66.7 (2/3) P 500 (1/2) 1000 (2/2)
250 (1/4) | 333 (1/3) 500 (2/4) 100.0 (2/2) 1000 (1/1)
<, AHNED AN B L IR AR o =
TR

PEFEBZFOWTIICBWTYH, BETR
FREHENTIIr2DbST, MFEF A, Fd
HWVIEFEFEF A FIZX D FHEHREIN/20ICH
WK LT b RIFaZ et & ARk E R
9 LA E LT,

B, KREORREELLT, aryitu—n
BB SN TR WHBEIIZET A » Th
LT ENEITOND, AHMOATOMETH
% 72 DO AFER D —RALIIZ NS OBE T
—RADD B T, BETRNT-CHM
KT, 25V L ORRIZOWTHIE
DY X BB D - R, ARtk
ORRITEZ LS OHCHEFICHK D 720
HENA T AN E FNLWRENED T E TE R,

| 4

D AR TR 2 4§ % OIC & 2 W5

& LA R GR A DR, RIIEH

T E CRHHERETIZB T 5 A AT I

B D OICTHIRIZ BT 2 AH D Bl 722 4k
&AM ERE S N 7zo

Data Availability
T e R kAR AT s & OV e &
PRET 70 EY 2 EEZHE L TEB Y, A#fED
T = I BITII A E TR, TFEEIE, K—
Z )V 4 b https://clinicalstudydatarequest.com/
i UC, MRS TR E S FEE L
7oK O FE NI EH R E AL S BB LA
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®9 MHEWRN O
2381 ‘ BTG
5H AT wme wme
% (n/n) % (n/n)
KEBIEL 79.7 (161/202) 856 (166/194)
- 5B 76.0 (57/75) 786 (55/70)
'8 819 (104/127) 895 (111/124)
15 % A i - (0/0) - (0/0)
. 15 7% DL 65 i A1 845 (49/58) 89.1 (49/55)
' 65 7% UL 75 2% A i 766 (36/47) 87.8 (36/41)
75 DAL 784 (76/97) 82.7 (81/98)
40kg A 250 (1/4) 333 (1/3)
40kg VL F 50 kg i 85.2 (23/27) 85.7 (24/28)
. 50kg BL_F 60 kg Al 854 (41/48) 92.7 (38/41)
60kg Ll I 70 kg A 83.3 (25/30) 879 (29/33)
70kg P F 474 (9/19) 69.6 (16/23)
B 838 (62/74) 87.9 (58/66)
Fi3 816 (102/125) 894 (110/123)
IR (Ko H) H - (0/0) - (0/0)
ANBH 1000 (2/2) 1000 (1/1)
B i 81.9 (104/127) 895 (111/124)
B (o)
H - (0/0) - (0/0)
, N 810 (17/21) 92.3 (12/13)
ABE - sk
bk 796 (144/181) 851 (154/181)
F ¥ A A FFHFEAE R 79.7 (161/202) 85.6 (166/194)
A O FH B .
Z i’ - (0/0) - (0/0)
(13503 80.6 (29/36) 83.3 (30/36)
AN B 5-BgG BT O T A 0 FAE B PR 86.6 (58/67) 889 (64/72)
i 747 (74/99) 83.7 (72/86)
i - (0/0) - (0/0)
A OFAE
H 79.7 (161/202) 856 (166/194)
it 80.0 (160/200) 864 (165/191)
WFBERERE & 0 45 pf
H 500 (1/2) 333 (1/3)
i 79.8 (154/193) 855 (159/186)
RS RERS E O A BF
H 778 (7/9) 875 (7/8)

46 (222)
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PER I OB E A&
83l 1287 24 8% 36:81% 5281%
i =T A /g = T i =T A
% (n/n) % (n/n) % (n/n) % (n/n) % (n/n)

82.0 (150/183)

89.2 (141/158)

91.0 (121/133)

92.1 (105/114)

944 (84/89)

70.6 (48/68)
88.7 (102/115)

875 (56/64)
904 (85/94)

837 (41/49)
95.2 (80/84)

864 (38/44)
95.7 (67/70)

90.3 (28/31)
96.6 (56/58)

- (0/0)
855 (47/55)
806 (25/31)
804 (78/97)

- (0/0)
88.7 (47/53)
839 (26/31)
919 (68/74)

- (0/0)
930 (40/43)
1000 (19/19)
873 (62/71)

- (0/0)
944 (34/36)
882 (15/17)
91.8 (56/61)

- (0/0)
929 (26/28)
1000 (15/15)
935 (43/46)

500 (2/4)

774 (24/31)
86.1 (31/36)
90.3 (28/31)
579 (11/19)
87.1 (54/62)

50.0 (2/4)

909 (20/22)
90.6 (29/32)
96.7 (29/30)
810 (17/21)
89.8 (44/49)

50.0 (2/4)

1000 (18/18)
852 (23/27)
1000 (24/24)
929 (13/14)
89.1 (41/46)

66.7 (2/3)

1000 (17/17)
875 (21/24)
955 (21/22)
85.7 (12/14)
94.1 (32/34)

66.7 (2/3)
1000 (13/13)
895 (17/19)
100.0 (20/20)
1000 (7/7)
926 (25/27)

885 (100/113)

90.1 (82/91)

95.1 (77/81)

95.7 (66/69)

965 (55/57)

- (0/0) - (0/0) - (0/0) - (0/0) - (0/0)
1000 (2/2) 100.0 (3/3) 1000 (3/3) 1000 (1/1) 1000 (1/1)
887 (102/115) 904 (85/94) 95.2 (80/84) 95.7 (67/70) 96.6 (56/58)

- (0/0) - (0/0) - (0/0) - (0/0) - (0/0)
909 (10/11) 839 (8/9) 875 (7/8) 100.0 (10/10) 100.0 (6/6)

814 (140/172)

89.3 (133/149)

91.2 (114/125)

91.3 (95/104)

94.0 (78/83)

820 (150/183)
- (0/0)

89.2 (141/158)
- (0/0)

91.0 (121/133)
- (0/0)

92.1 (105/114)
- (0/0)

944 (84/89)
- (0/0)

688 (22/32)
87.2 (68/78)
82.2 (60/73)

769 (20/26)
93.3 (56/60)
90.3 (65/72)

773 (17/22)
982 (55/56)
89.1 (49/55)

737 (14/19)
95.6 (43/45)
96.0 (48/50)

83.3 (10/12)
974 (37/38)
94.9 (37/39)

- (0/0)
820 (150/183)

- (0/0)
89.2 (141/158)

- (0/0)
91.0 (121/133)

- (0/0)
921 (105/114)

- (0/0)
944 (84/89)

822 (148/180)

89.0 (138/155)

90.8 (118/130)

919 (102/111)

94.3 (82/87)

66.7 (2/3) 100.0 (3/3) 1000 (3/3) 1000 (3/3) 1000 (2/2)

814 (144/177) 89.1 (139/156) 90.8 (119/131) 920 (104/113) 955 (84/88)

100.0 (6/6) 1000 (2/2) 1000 (2/2) 1000 (1/1) 0.0 (0/1)
(#F25<)

(223)
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(#9 BEEREFHNOHERAOYER FODODE)

238 434
5H ATIY e e
% (n/n) % (n/n)
MR AR LTz g e | 796 (160/201) | 853 (163/191)
REFEFRONLRBOGH | 4 1000 (1/1) 1000 (3/3)
R (F A R BRI RE % il 79.9 (155/194) 85.9 (158/184)
<) Db A 750 (6/8) | 800 (8/10)
) 3 804 (148/184) = 853 (151/177)
AT B0 |
# 722 (13/18) | 882 (15/17)
1 820 (146/178) | 881 (148/168)
HALE (fd, H B o §
P4 A 61.9 (13/21) 762 (16/21)
R 667 (2/3) | 400 (2/5)
15 802 (158/197) | 872 (163/187)
THALAT PR DAL # 500 (1/2) | 500 (1/2)
] 667 (2/3) | 400 (2/5)
1 808 (156/193) | 880 (161/183)
MALE D T # 500 (3/6) | 500 (3/6)
] 667 (2/3) | 400 (2/5)

%1 MR OB E AL, T ] $203 [t &3l S NP R/ AEBI R %100 & L 72,

%2 KA O - R

NF—=F DT 7 AR RODDLIEDNTE D, 1§
WO ROIIE L THE SN,

<HF>

RWEOERNZH72) T2 ) T L2eA)
213 L TORRFE QBRI O & 0 G L
5o A LOMFEIIH72) THFE2WLEETL
72 TORREDERIZOL L ) EH L ET,

FIZEAER
s, WAERB L OKRBIFE, HEaks
FEHASHOHETH Y, MEEEL L OHAER
B Z A L Twb, AHHES XL OAH
T, VA /FT7r—vaALIYIFT ALy —
WA OMETH 5, AMEDIEN S L ARG

(224)

LA b B, RS
L7

W

Z X B

1) Coluzzi F, Scerpa MS, Pergolizzi J.
Naldemedine : A New Option for OIBD. J
Pain Res. 2020 ; 13 : 1209-1222.

2) Farmer AD, Drewes AM, Chiarioni G, et al.
Pathophysiology and management of opioid-
induced constipation : European expert
consensus statement. United European
Gastroenterol J. 2019 ; 7 : 7-20.

3) Tokoro A, Imai H, Fumita S, et al. Incidence
of opioid-induced constipation in Japanese

patients with cancer pain @ A prospective
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8 123814 24 %% 36 % 52 %
e T e T e T e T e T
% (n/n) % (n/n) % (n/n) % (n/n) % (n/n)
81.8 (148/181) 89.2 (140/157) 90.9 (120/132) 920 (104/113) 94.3 (83/88)
100.0 (2/2) 1000 (1/1) 1000 (1/1) 1000 (1/1) 1000 (1/1)
81.7 (147/180) 89.0 (137/154) 90.8 (118/130) 920 (103/112) 94.3 (82/87)
100.0 (3/3) 100.0 (4/4) 100.0 (3/3) 1000 (2/2) 1000 (2/2)
82.2 (139/169) 91.2 (135/148) 91.1 (113/124) 925 (99/107) 964 (81/84)
786 (11/14) 60.0 (6/10) 889 (8/9) 85.7 (6/7) 60.0 (3/5)
84.0 (137/163) 914 (127/139) 930 (107/115) 93.1 (95/102) 96.2 (76/79)
750 (12/16) 81.3 (13/16) 85.7 (12/14) 80.0 (8/10) 778 (7/9)
250 (1/4) 333 (1/3) 500 (2/4) 1000 (2/2) 1000 (1/1)
83.1 (148/178) 90.3 (139/154) 922 (118/128) 91.9 (102/111) 94.3 (82/87)
1000 (1/1) 1000 (1/1) 1000 (1/1) 1000 (1/1) 1000 (1/1)
250 (1/4) 333 (1/3) 50.0 (2/4) 1000 (2/2) 1000 (1/1)
840 (147/175) 90.1 (137/152) 929 (117/126) 92.7 (102/110) 953 (82/86)
500 (2/4) 100.0 (3/3) 66.7 (2/3) 500 (1/2) 500 (1/2)
250 (1/4) 333 (1/3) 500 (2/4) 100.0 (2/2) 1000 (1/1)

4)

5)

6)

observational cohort study. Cancer Med.
2019 ; 8 : 4883-4891.

Hale M, Wild J, Reddy ], et al. Naldemedine
versus placebo for opioid-induced constipation
(COMPOSE-1 and COMPOSE-2) : two
multicentre, Phase 3, double-blind, randomised,
parallel-group trials. Lancet Gastroenterol
Hepatol. 2017 ; 2 : 555-564.

Webster LR, Nalamachu S, Morlion B, et al.
Long-term use of naldemedine in the treatment
of opioid-induced constipation in patients with
chronic noncancer pain : a randomized, double-
blind, placebo-controlled phase 3 study. Pain.
2018 ; 159 : 987-994.

Katakami N, Harada T, Murata T, et al.

7)

8)

9)

Randomized Phase I and Extension Studies
of Naldemedine in Patients With Opioid-
Induced Constipation and Cancer. J Clin
Oncol. 2017 ; 35 : 3859-3866.

Saito Y, Yokota T, Arai M, et al. Naldemedine
in Japanese patients with opioid-induced
constipation and chronic noncancer pain :
open-label phase II studies. / Pain Res. 2018 ;
12 1 127-138.

Viscusi ER, Viscusi AR. Blood-brain barrier :
mechanisms governing permeability and
interaction with peripherally acting u-opioid
receptor antagonists. Reg Anesth Pain Med.
2020 ; 45 : 688-695.

Kanemasa T, Koike K, Arai T, et al.
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£10 HHEHEFHO

2:1% 4381
HH AT e T e o
% (n/n) % (n/n)
FEAE IR 738 (149/202) 789 (153/194)
TR 1 G- 02mg 738 (149/202) 789 (153/194)
_ B 10 738 (149/202) 789 (153/194)
RORLHE TR Zof* - (0/0) - (0/0)
12 38 i 686 (59/86) 81.7 (49/60)
P 5111 128 B 52 J i 674 (29/43) 684 (39/57)
5238 1 836 (61/73) 844 (65/77)
1 HBLE 3 H ki 60.0 (3/5) 500 (2/4)
3HLLES H kil 250 (1/4) 1000 (2/2)
F YA SR B S 5 HBLE7 H i 714 (5/7) 1000 (4/4)
AFHB - BAR F T O 7 H AL 14 H A 688 (11/16) 846 (11/13)
4Bk 771 (128/166) 80.2 (134/167)
ANH 250 (1/4) 00 (0/4)
F9FEAA K 745 (137/184) 797 (137/172)
ARFNG-HIGRE RO 4 ¥+ 4 RO WA EF AN 66.7 (10/15) 73.7 (14/19)
J9HEA AL R+t U4 K| 667 (2/3) 66.7 (2/3)
o R—L 738 (135/183) 791 (136/172)
AR A=Y 50.0 (5/10) 692 (9/13)
AFB G BRSO EA A F@ | TV INT 4 Y 1000 (7/7) 875 (7/8)
aFL v 1000 (4/4) 1000 (3/3)
ELL R 333 (1/3) 333 (1/3)
SR 41 752 (94/125) 785 (84/107)
A 714 (55/77) 793 (69/87)
HiH 752 (94/125) 785 (84/107)
b s SATHRED SO B | 824 (14/17) 947 (18/19)
HAOIL T3k SeAT RN G- 683 (41/60) 750 (51/68)
Zoft - (0/0) - (0/0)
PR L2 793 (96/121) 81.8 (81/99)
A 654 (53/81) 758 (72/95)
PERIEEA (A ¥4 4 FB X OfER | 738 (45/61) 765 (39/51)
R R <) A 738 (104/141) | 797 (114/143)
CYP3A B OB o 738 (149/202) 789 (153/194)
H - (0/0) - (0/0)
CYP3ASEH OB e 738 (149/202) 789 (153/194)
H - (0/0) - (0/0)
PR R OB e 734 (146/199) 785 (150/191)
A 1000 (3/3) 1000 (3/3)

1 MR OSEE A, T T3 [t &3l S NP R/ AERI R %100 & L 72,

X2 KRS O L - A
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PG E oSt
83H % ‘ 1238 243814 3638 1% 52381%
YEaEa™ YEaEa™ YEaEa™ YEEa™ YEEa™
% (n/n) % (n/n) % (n/n) % (n/n) % (n/n)
760 (139/183) 829 (131/158) 842 (112/133) 85.1 (97/114) 91.0 (81/89)
760 (139/183) 829 (131/158) 84.2 (112/133) 85.1 (97/114) 91.0 (81/89)
760 (139/183) 829 (131/158) 842 (112/133) 85.1 (97/114) 91.0 (81/89)
- (0/0) - (0/0) - (0/0) - (0/0) - (0/0)
675 (27/40) 625 (5/8) - (0/0) - (0/0) - (0/0)
68.3 (41/60) 70.7 (41/58) 674 (29/43) 66.7 (18/27) 1000 (2/2)
855 (71/83) 924 (85/92) 922 (83/90) 90.8 (79/87) 90.8 (79/87)
00 (0/2) 00 (0/1) 00 (0/1) 00 (0/1) 00 (0/1)
1000 (1/1) 1000 (1/1) - (0/0) - (0/0) - (0/0)
1000 (2/2) 1000 (2/2) 1000 (2/2) 1000 (2/2) 1000 (1/1)
1000 (5/5) 1000 (5/5) 1000 (4/4) 1000 (4/4) 1000 (3/3)
775 (131/169) 837 (123/147) 86.2 (106/123) 85.0 (91/107) 91.7 (77/84)
00 (0/4) 00 (0/2) 00 (0/3) - (0/0) - (0/0)
76.1 (124/163) 82.1 (115/140) 83.1 (98/118) 85.7 (84/98) 92.1 (70/76)
765 (13/17) 938 (15/16) 1000 (14/14) 86.7 (13/15) 917 (11/12)
66.7 (2/3) 500 (1/2) 00 (0/1) 00 (0/1) 00 (0/1)
756 (124/164) 816 (115/141) 824 (98/119) 84.8 (84/99) 909 (70/77)
66.7 (8/12) 83.3 (10/12) 875 (7/8) 700 (7/10) 750 (6/8)
875 (7/8) 1000 (6/6) 1000 (7/7) 1000 (6/6) 1000 (5/5)
1000 (2/2) 1000 (1/1) - (0/0) - (0/0) - (0/0)
500 (1/2) 500 (1/2) 00 (0/1) 500 (1/2) 500 (1/2)
766 (72/94) 83.1 (74/89) 81.7 (58/71) 84.7 (50/59) 93.3 (42/45)
75.3 (67/89) 82.6 (57/69) 87.1 (54/62) 855 (47/55) 88.6 (39/44)
766 (72/94) 83.1 (74/89) 81.7 (58/71) 84.7 (50/59) 93.3 (42/45)
83.3 (15/18) 875 (14/16) 1000 (14/14) 917 (11/12) 100.0 (6/6)
74.3 (52/70) 81.1 (43/53) 83.3 (40/48) 83.7 (36/43) 86.8 (33/38)
00 (0/1) - (0/0) - (0/0) - (0/0) - (0/0)
775 (69/89) 84.7 (72/85) 85.3 (58/68) 87.7 (50/57) 93.0 (40/43)
745 (70/94) 80.8 (59/73) 83.1 (54/65) 825 (47/57) 89.1 (41/46)
75.0 (30/40) 80.0 (28/35) 86.2 (25/29) 96.2 (25/26) 100.0 (26/26)
762 (109/143) 837 (103/123) 83.7 (87/104) 81.8 (72/83) 87.3 (55/63)
76.0 (139/183) 829 (131/158) 84.2 (112/133) 85.1 (97/114) 91.0 (81/89)
- (0/0) - (0/0) - (0/0) - (0/0) - (0/0)
760 (139/183) 829 (131/158) 842 (112/133) 85.1 (97/114) 91.0 (81/89)
- (0/0) - (0/0) - (0/0) - (0/0) - (0/0)
757 (137/181) 828 (130/157) 842 (112/133) 85.1 (97/114) 91.0 (81/89)
1000 (2/2) 1000 (1/1) - (0/0) - (0/0) - (0/0)
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F11 HRETHO
258% ‘ 4381% ‘
HH A7 e e
% (n/n) % (n/n)
RTRUIE 797 (161/202) 856 (166/194)
SN IEIES 02mg 79.7 (161/202) 85.6 (166/194)
g B 1l 797 (161/202) 856 (166/194)
RORLHE TR Zof* - (0/0) - (0/0)
12 38 i 733 (63/86) 850 (51/60)
P 511 128 B 52 J i 76.7 (33/43) 80.7 (46/57)
523 LI 89.0 (65/73) 89.6 (69/77)
1 H L3 H ok 80.0 (4/5) 750 (3/4)
3HELE5 H i 500 (2/4) 1000 (2/2)
FEF A4 FEBIED S 5 HBLE7 H i 714 (5/7) 1000 (4/4)
AFHB - BAR F T O 7 H AL 14 H A 750 (12/16) 846 (11/13)
14 HBLE 819 (136/166) 86.2 (144/167)
ANH 500 (2/4) 500 (2/4)
g5+ A A F 81.0 (149/184) 866 (149/172)
RHPE GG EOF EF A FO | A ELF A F 66.7 (10/15) 789 (15/19)
FEAEA A R+t AL R | 667 (2/3) 66.7 (2/3)
AN 80.3 (147/183) 86.0 (148/172)
EZ =YY 500 (5/10) 769 (10/13)
KHE GBI SOA EL L F@ | TTLINT 4 ¥ 1000 (7/7) 875 (7/8)
a4y 1000 (4/4) 1000 (3/3)
ELL A 333 (1/3) 333 (1/3)
P o 792 (99/125) 841 (90/107)
A 805 (62/77) 874 (76/87)
B 792 (99/125) 84.1 (90/107)
e ges SATEfEEA S oYz | 882 (15/17) 895 (17/19)
HAOIL T3k SATERASE~ DB 5 783 (47/60) 868 (59/68)
Zofl - (0/0) - (0/0)
O R e 826 (100/121) 879 (87/99)
A 753 (61/81) 832 (79/95)
PERISER] (K €A A FB IR | 85.2 (52/61) 84.3 (43/51)
IR B <) A 773 (109/141) | 860 (123/143)
CYP3A BEH 0B e 797 (161/202) 856 (166/194)
H - (0/0) - (0/0)
Y —— i 797 (161/202) 856 (166/194)
H - (0/0) - (0/0)
T ————— e 794 (158/199) 853 (163/191)
A 1000 (3/3) 1000 (3/3)

1 MR OSEE A, T T3 [t &3l S NP R/ AERI R %100 & L 72,

X2 KRS O L - A
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PRI O HE S
83H % ‘ 1238 243814 3638 1% 52381%
YEaEa™ YEaEa™ YEaEa™ YEaEa™ YEEa™
% (n/n) % (n/n) % (n/n) % (n/n) % (n/n)
82.0 (150/183) 89.2 (141/158) 91.0 (121/133) 92.1 (105/114) 944 (84/89)
820 (150/183) 89.2 (141/158) 91.0 (121/133) 92.1 (105/114) 944 (84/89)
820 (150/183) 89.2 (141/158) 91.0 (121/133) 92.1 (105/114) 944 (84/89)
- (0/0) - (0/0) - (0/0) - (0/0) - (0/0)
700 (28/40) 750 (6/8) - (0/0) - (0/0) - (0/0)
76.7 (46/60) 81.0 (47/58) 814 (35/43) 815 (22/27) 1000 (2/2)
916 (76/83) 95.7 (88/92) 95.6 (86/90) 954 (83/87) 94.3 (82/87)
500 (1/2) 1000 (1/1) 1000 (1/1) 1000 (1/1) 1000 (1/1)
1000 (1/1) 1000 (1/1) - (0/0) - (0/0) - (0/0)
1000 (2/2) 1000 (2/2) 1000 (2/2) 1000 (2/2) 1000 (1/1)
1000 (5/5) 1000 (5/5) 1000 (4/4) 1000 (4/4) 1000 (3/3)
82.2 (139/169) 89.1 (131/147) 91.1 (112/123) 91.6 (98/107) 94.0 (79/84)
500 (2/4) 500 (1/2) 66.7 (2/3) - (0/0) - (0/0)
822 (134/163) 886 (124/140) 915 (108/118) 91.8 (90/98) 94.7 (72/76)
824 (14/17) 1000 (16/16) 929 (13/14) 1000 (15/15) 1000 (12/12)
66.7 (2/3) 500 (1/2) 00 (0/1) 00 (0/1) 00 (0/1)
81.7 (134/164) 879 (124/141) 90.8 (108/119) 909 (90/99) 935 (72/77)
750 (9/12) 917 (11/12) 750 (6/8) 90.0 (9/10) 875 (7/8)
875 (7/8) 1000 (6/6) 1000 (7/7) 1000 (6/6) 1000 (5/5)
1000 (2/2) 1000 (1/1) - (0/0) - (0/0) - (0/0)
500 (1/2) 500 (1/2) 00 (0/1) 500 (1/2) 500 (1/2)
777 (73/94) 89.9 (80/89) 845 (60/71) 89.8 (53/59) 93.3 (42/45)
865 (77/89) 884 (61/69) 984 (61/62) 945 (52/55) 955 (42/44)
777 (73/94) 89.9 (80/89) 845 (60/71) 89.8 (53/59) 93.3 (42/45)
778 (14/18) 81.3 (13/16) 1000 (14/14) 917 (11/12) 100.0 (6/6)
90.0 (63/70) 90.6 (48/53) 979 (47/48) 95.3 (41/43) 94.7 (36/38)
00 (0/1) - (0/0) - (0/0) - (0/0) - (0/0)
787 (70/89) 90.6 (77/85) 882 (60/68) 930 (53/57) 95.3 (41/43)
85.1 (80/94) 87.7 (64/73) 938 (61/65) 91.2 (52/57) 935 (43/46)
82.5 (33/40) 85.7 (30/35) 89.7 (26/29) 1000 (26/26) 100.0 (26/26)
81.8 (117/143) 90.2 (111/123) 91.3 (95/104) 89.8 (79/88) 92.1 (58/63)
82.0 (150/183) 89.2 (141/158) 91.0 (121/133) 92.1 (105/114) 944 (84/89)
- (0/0) - (0/0) - (0/0) - (0/0) - (0/0)
820 (150/183) 89.2 (141/158) 91.0 (121/133) 92.1 (105/114) 944 (84/89)
- (0/0) - (0/0) - (0/0) - (0/0) - (0/0)
81.8 (148/181) 89.2 (140/157) 91.0 (121/133) 92.1 (105/114) 944 (84/89)
1000 (2/2) 1000 (1/1) - (0/0) - (0/0) - (0/0)
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Abstract

Objective : To investigate safety and effectiveness of naldemedine tosilate (NAL)

in the real-world clinical practice including long-term use in patients with chronic

non-cancer pain and opioid-induced constipation (OIC).

Methods : In the post-marketing surveillance, safety (occurrence of adverse drug

reactions including diarrhea) and effectiveness (improvement in frequency and

condition of bowel movements) and the factors that affect them were investigated in

the real-world clinical practice in patients with chronic non-cancer pain and OIC.
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Results : The survey started in January 2018 and ended in March 2022. Majority of
patients in the safety analysis set were elderly aged 75 years or older (n=157, 451%),
and mainly prescribed opioid was tramadol (n=2313, 89.9%). Adverse drug reactions
were observed in 21 patients (6.03%) in safety analysis set (n=2348), and diarrhea
(14 patients, 4.02%) was the most common. The frequency and condition of bowel
movements were improved throughout the observation period (73.8~91.0% and 79.7~
94.4%, respectively) in effectiveness analysis set (n=303). Factors influencing safety
and effectiveness of NAL were not identified.

Conclusion : The safety and effectiveness of NAL in patients with chronic non-

cancer pain and OIC, including long-term use, were confirmed in the real-world setting.

Key words : naldemedine tosilate, chronic non-cancer pain, opioid-induced constipation,
post-marketing surveillance, tramadol
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