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The efficacy and safety of acotiamide in the treatment of functional dyspepsia: Systematic review and meta

analysis
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[ Abstract] Objective To systematically evaluate the efficacy and safety of acotiamide in the treatment of functional
dyspepsia. Methods The computer conducted searches in the PubMed, Embse, web of science, CBM, CNKI, VIP, Wanfang,
Cochrane library database by using the key words "functional dyspepsia, acotiamide", etc., to collect the relevant literature
on the treatment of functional dyspepsia with acotiamide. The retrieval time is from the establishment of each database to
March 24, 2024. According to the inclusion and exclusion criteria, two researchers screened the literature, extracted data
and evaluated the risk of bias of the included studies. Revman 5.3 software was used for meta analysis. Results A total of
RCTs were included in the qualitative analysis, 3 of which were included in the quantitative meta-analysis, with a total of
1360 patients, including 681 cases in the experimental group (acotiamide) (356 total effective cases) and 679 cases in the
control group (placebo) (255 total effective cases). In terms of alleviating the overall symptoms of FD ,it showed that there
was a statistically significant difference between the acotiamide treatment group and the placebo control group (RR=1.40,
95% CI 1.24 ~ 1.57, P<0.05). In terms of adverse reactions, there was no significant difference in the incidence of adverse
reactions between the experimental group and the control group. Conclusion Acotiamide can effectively improve the
overall symptoms of functional dyspepsia, and its curative effect is better than that of placebo, with fewer adverse reactions.
However, more high-quality randomized controlled trials are needed to test.
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Overall Bias
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Measurement of the outcome

Mising outcome data
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Total (95% CI) 681 679 100.0% 1.40 [1.24, 1.57] L
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YN )45 TR 55 b SCHER T 4R I A BB 22
H =BT BRI (ALT) 2 Ik
FhE (GTT) « MIGEMRLLE T ME WAL =T =%
M AHLT 2 T (RR 0.98, 95%CI10.53 ~ 1.82, = 0%,
P=0096) , ALT J& (RR 1.26, 95%CI 0.70 ~ 2.28,
2=0%, P=0.44) , &M EFE (RR1.02, 95%CI
0.65~1.59, 12=44%, P=0.94) , GGT Jt& (RR 1.07,

Stuily or Subgroup

95%C10.68~1.67, 12=0%, P=0.78) , Hh =T &
(RR 0.90, 95%CI0.70 ~1.17, 12=0%, P=0.44) ,
Y5 (RR 1.27, 95%C10.73 ~2.20, 12=0%, P=0.40) .
M 6 il E H, RFRTE S S RMA R RS %
BRITCZE S, o N FH B 2 B3 i 7 AL AN R R V7D
[Fi) o 222 1) G = P W 55 AR TRUBE 9002 TR AFAE R Ry, L
B 7. R4S B R SR, FTE TR S A TE R 2
P, 2 B4 o Fa b 1) R 2 M 12 JRURS: 243 A1

Risk Ratio
Weight M-H, Fixed, 95% CI

Risk Ratio
M-H, Fixed, 95% CI

3.8.1 JELET BT
Kusunoki, H 2012
Matsueda 2012
Subtotal (95% CI)
Tatal events

B i i
Events Total Events Total
1] 21 1 21
19 450 19 442
471 463
19 19

Heterogeneity: Chi*=048, df=1 (P=044); F=0%
Testfor overall effect: Z=0.05 (P = 0.96)

3.8.2 ALTJI#%
Kusunoki, H 2012
Matsueda 2012
Matsueda, K 2011{1)
Matsueda,k 2011(2)
Subtotal (95% CI)
Tatal events

1
18
a
4

24

21 ] 21
450 17 442
214 1107
342 o 12

1027 682
18

Heterogeneity: Chi*=136,df=3(P=072),F=0%
Testfor averall effect 2= 0.77 (P =0.44)

3.8.3 WS
Kusunoki, H 2012
Matsueda 2012
Matsueda, K 2011(1)
Matsueda kK 2011(2)
Subtotal (95% CI)
Total events

50

2 1
450 0 442
214 4107
1472 1112

1027 682

6

Heterogeneity, Chi®= 527, df= 3 (P =0.15), F= 43%
Testfor overall effect 2= 007 (F=0.94)

3.8.4 GTTFH#R
Matsueda 2012
Matsueda, K 2011{1)
Matsueda,l 2011(2)
Subtotal (95% CI)
Tatal events

32
4
4

40

450 28 442

214 1107
342 3 Mz
1006 661

32

Heterogeneity: Chi*=176,df=2 (P=042), F=0%
Testfor overall effect Z=0.28 (P =0.78)

3.8.5 Hilh =8asHes
Matsueda 2012
Matsueda, kK 2011(1)
Matsueda kK 2011{2)
Subtotal (95% CI)
Total events

as
4
8

97

450 91 442

214 2107

342 4 112

1006 661
97

Heterogeneity: Chi*=0.31, df= 2 (P = 0.86), F= 0%
Testfor overall effect Z=077 (F=0.44)

3.8.6 Mg

Matsueda 2012
Matsueda, K 201101}
Matsueda,k 2011(2)
Subtotal (95% CI)
Total events

21
B
7

34

450 19 442

214 2107

342 T 12

1006 661
21

Heterogeneity, Chi®= 0.46, df= 2 (P = 0.80), F= 0%
Testfor overall effect 2= 0.84 (F=0.40)

=

76%  0.33[0.01,7.74]
92.4%  1.04[0.55,1.95]
1000%  0.98[0.53, 1.82]
25%  3.00([0.13, 69.70]
86.9%  1.04[0.54,1.89]
B.8% 2.50([0.30,21.13]
28% 2.87 (016, 54.65]
1000%  1.26 [0.70, 2.28] -
26%  2.00([0.20, 20.41]
79.4%  0.69[0.40,1.18] i
140%  1.88 [0.64, 5.51] —
40% 3.33[0.52, 29.89] —]
100.0%  1.02 [0.65, 1.59] <
828%  1.12[0.89, 1.83] -
39% 2.00([0.23, 17.67] —
133%  0.44[0.10,1.82] —
1000%  1.07 [0.68, 1.67] &
914%  0.82[0.70,1.20] [ |
27%  1.00[0.18,5.37] S
B.0%  0.65[0.20,2.13] —_—
1000%  0.90[0.70, 1.17] L
813%  1.15[062 2.13] -
119%  1.60[0.31,7.31] —_—
7% 2.29[0.29,18.43] —
1000% 127 [0.73, 2.20] gy

Test for subaroun differences: Chi*=1.97. df=5(P=085). F=0%
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50mg A1 300mg [R5 B i . Talley Z5U2I7Ef# ] 300mg-
600mg. 900mg [FF5 & & thig, #7n 300mg RUR
. XL, SeEAML, a9
100mg SR AP FIRUR, I 100mg B =5 B ik B
FEVRIT FD KA & & . Shrestha 25745 Hifi =% # i 5
ZRF AR SR RA e —BER, EE
HANT WA X5 BT 25 B i f i, B0 4 2 T S
BRI SE,  SR FH BEATL RS A O3 BT i 8

AKILEE o Hrrh, B8 B e A 2 BRI A A R
HRERERAREER . REZHAREMFLEMT
MBHEAE, WHM =M 5, ALT Fhe, LR
Thim, MIMIEMILRTE, FIAMERL. SR V5 AE
RWRE GBI AN 1 R ST AR
—HEN R I, W GE R O U FLER

-52-



El, R, BlisR AR B 25 B i 7 D REVE T ALAS RA S 2 A 10 R ST PP Al Meta 70 H7

BLARET G FROETHR . JREECIPAYE. L. SLom. fF
%, (AU AR I A5
— T 7 r B e RO SRR, I R TR T

B R, NI T 3E RLEE QT K

{0 oL PR S 190,

OB IR AN A1 2 2 A E L R . b R T
FEBEHLG RIS ) F IR E AL AR B, IR —se ke (6]
WREGHE . Bl Sinha AEROVE R B i 5 By LR HEAT
BEHLXT BVGTT FD, 45 BRI B B A LLAIE T g
LA 200 FD SR, (P52 R 2R, %o
B ) P e 80 ) SRS R e b ] B
HIBEALNT R A 2L 48 52 B & 7E 747 H2Y, Shinozaki
SER2E L AR A YR T TR T BEMETS AL AR L 5]
BRI R AL Tack 42— [EIBIMERFTE, Kk 1
ERIRTE B R R AR, e R R R R, P

AT R (1) HusJRREE: hTaA
(13052 [ AN 9E  FoREAR 2 SR T4 5 0 [ AR X 450, 3
St [X 7 SCALEY 58 BEST TAEAR &R AT SIS T T
Al X AEAE R 2 5, AT RS R EEZ IR, [10]
MEUVEL B B AR, (2) ABHSIERMME: HAMT
FUHRBT TE 0 QAL % 7 A AR [N CURHE (1 R 4,
ATRETENE AR BRI ARERE, M FEBERR )
FEDRTS 5t AR 2 TREE T I A TR 10038 PR M 5 A
(3) By seE R ARERWETRELE. &
PP L P25 ST S R AR, [ SR 50 5 4518 7T
BT A [ s 7 SR e, B T B ST S
TEH T Z BT R RIS ke 7 B R B
MBI AT G0, TR B B 2 I
PRARBG S5 5L, 38 3 A 9 1 25 X8 40 BT o) % % e 1 1k
BN RERE, AT A BUR FEIR R L3897 Dy RE M (R
BRI —E 5 K

Sk

[12]

[1] Tack, J, et al, Functional gastroduodenal disorders. [13]
Gastroenterology, 2006. 130(5): p. 1466-79.

[2] Ford, A.C., et al., Global prevalence of, and risk factors for,
uninvestigated dyspepsia: a meta-analysis. Gut, 2015. 64(7):
p. 1049-57. [14]

[3] Aziz, 1, et al., Epidemiology, clinical characteristics, and
associations for symptom-based Rome IV functional
dyspepsia in adults in the USA, Canada, and the UK: a cross-

sectional population-based study. Lancet Gastroenterol

-53-

Hepatol, 2018. 3(4): p. 252-262.

Oshima, T., Functional Dyspepsia: Current Understanding
and Future Perspective. DIGESTION, 2024. 105(1): p. 26-33.

Kindt, S. and J. Tack, Impaired gastric accommodation and its

role in dyspepsia. Gut, 2006. 55(12): p. 1685-91.

Nowlan, M.L. and L.J. Scott, Acotiamide: first global
approval. Drugs, 2013. 73(12): p. 1377-83.

Shrestha, D.B., et al., Acotiamide and Functional Dyspepsia:
A Systematic Review and Meta-Analysis. Cureus, 2021.
13(12): p. €20532.

Sterne, J.A.C., et al., RoB 2: a revised tool for assessing risk

of bias in randomised trials. Bmj, 2019. 366: p. 14898.

Tack, J., et al., A dose-ranging, placebo-controlled, pilot trial
of Acotiamide in patients with functional dyspepsia.
Neurogastroenterology and motility, 2009. 21(3): p. 272 -
280.

Matsueda, K., et al., A placebo-controlled trial of acotiamide
for meal-related symptoms of functional dyspepsia. Gut, 2012.
61(6): p. 821-828.

Kusunoki, H., et al., Therapeutic efficacy of acotiamide in
patients with functional dyspepsia based on enhanced
postprandial ~ gastric accommodation and emptying:
Randomized controlled study evaluation by real-time
ultrasonography. Neurogastroenterology and Motility, 2012.
24(6): p. 540-e251.

Talley, N.J., et al., A novel acetylcholine esterase inhibitor
acotiamide hydrochloride (YM443) in functional dyspepsia:
Efficacy in a randomized, double-blind, placebo-controlled
dose ranging trial. GASTROENTEROLOGY, 2008. 134(4):
p. A157-A158.

Nakamura, K., et al., A double-blind placebo controlled study
of acotiamide hydrochloride for efficacy on gastrointestinal
motility of patients with functional dyspepsia. Journal of

Gastroenterology, 2017. 52(5): p. 602-610.

Matsueda, K., et al., Clinical trial: dose-dependent therapeutic
efficacy of acotiamide hydrochloride (Z-338) in patients with
functional dyspepsia - 100 mg t.i.d. is an optimal dosage.
Neurogastroenterology and motility, 2010. 22(6): p. 618 -
el73.



Erig, I PCA, Bl e

By 25 B ity T D BENE A AN R A S 2 A 1 R SE P A Meta 3 Hr

[15]

[17]

[18]

Nakamura, K., et al., A double-blind placebo controlled study
of acotiamide hydrochloride for efficacy on gastrointestinal
motility of patients with functional dyspepsia (vol 52, pg 602,
2017). JOURNAL OF GASTROENTEROLOGY, 2021.
56(2): p. 191-191.

Ogishima, M., et al., Z-338 facilitates acetylcholine release
from enteric neurons due to blockade of muscarinic
autoreceptors in guinea pig stomach. J Pharmacol Exp Ther,

2000. 294(1): p. 33-7.

Xiao, G., et al., Efficacy and safety of acotiamide for the

treatment of functional dyspepsia: systematic review and

meta-analysis. ScientificWorldJournal, 2014. 2014: p. 541950.

Masuy, L., et al., Acotiamide affects antral motility, but has no
effect on fundic motility, gastric emptying or symptom
perception in healthy participants. Neurogastroenterology and

Motility, 2019. 31(4).

Matsunaga, Y., et al., Acotiamide hydrochloride (Z-338), a
new selective acetylcholinesterase inhibitor, enhances gastric
motility without prolonging QT interval in dogs: Comparison
with cisapride, itopride, and mosapride. Journal of
Pharmacology and Experimental Therapeutics, 2011. 336(3):

p. 791-800.

-54 -

[20]

[21]

[22]

[23]

Sinha, S., et al., Efficacy and Safety of Acotiamide Versus
Mosapride in Patients With Functional Dyspepsia Associated
With Meal-Induced Postprandial Distress Syndrome: A Phase
[II Randomized Clinical Trial. CUREUS JOURNAL OF
MEDICAL SCIENCE, 2021. 13(9).

Ctri, A Study to Evaluate Efficacy and Safety of fixed dose of

Acotiamide plus Pantoprazole Capsule Compared to
Pantoprazole tablet in patients with Acid reflux and
Functional Dyspepsia. https:/trialsearch.who.int/Trial2.aspx?

TrialID=CTRI1/2023/04/051516, 2023.

Shinozaki, S., et al., Vonoprazan Therapy is as Effective for
Functional Dyspepsia without Heartburn as Acotiamide

Therapy. J Gastrointestin Liver Dis, 2023. 32(1): p. 23-29.

Tack, J., et al., Long-term safety and efficacy of acotiamide in
functional dyspepsia (postprandial distress syndrome)—
results from the European phase 3 open-label safety trial.
Neurogastroenterology and Motility, 2018. 30(6).

FRAUERE: ©2025 15 S5 RERBE TR 5 0 (OAJRC)
B . AXEZBAILEEL A LR R

https://creativecommons.org/licenses/by/4.0/

OPEN ACCESS


https://creativecommons.org/licenses/by/4.0/

