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Efficacy and safety of 5S—HT1A receptor partial agonist in the treatment of functional dyspepsia: a meta—
analysis

PENG Binbin', LIU Cong', ZHAO Meng?, ZHAO Wei'

(1.Department of Gastroenterology, Tianjin Medical University General Hospital, Tianjin 300052, China;2.Department of Medical
Imaging, Clinical College of Ningxia Medical University, Yinchuan 750004, China)

Abstract Objective: To evaluate the clinical efficacy and safety of partial agonists of serotonin receptor 1A(5-HT1A) in the treatment
of functional dyspepsia (FD) by meta—analysis. Methods: Published randomized controlled trials (RCT) of 5~HT1A receptor partial ag—
onist in the treatment of FD was collected by searching PubMed, Web of Science, CNKI, and other databases. The data were analyzed
using RevMan 5.4, and subgroup analysis and stratification analysis were conducted to assess the efficacy and safety of 5-HT1A receptor
partial agonists on FD. Results: A total of 19 RCTs involving 1 575 patients were included, with 801 patients in the treatment group and
774 patients in the control group. Meta—analysis showed the total effective rate of the treatment group was higher than that of the control
group(OR=4.18, 95% CI: 3.05-5.73,P<0.000 01 ), while the gastrointestinal symptom score( SMD=-1.30, 95% CI: —-1.95- -0.64, P=
0.000 1), anxiety state score (SMD=-1.22, 95% CI: —1.79— -0.65, P<0.000 1),and depression state score (SMD=-1.52, 95%CI: -2.41-
-0.63,P=0.000 8 )were lower than those of the control group. The incidences of sleepiness( OR=4.78, 95% CI: 1.80,-12.70, P<0.05)

and xerostomia( OR=3.07, 95% CI: 1.31-7.19, P<0.05) were higher than those of the control group. Conclusion: Compared with con—
ventional or placebo therapy, the combined application of 5-HT1A receptor partial agonist therapy can improve the overall efficacy;

however, only the incidences of sleepiness and xerostomia are relatively high.

Key words functional dyspepsia; S—-HT1A receptor partial agonist; tandospirone; buspirone; meta analysis

iae I LA B (functional dyspepsia, FD)+g
HAREHRMK AR IR IR K555 A 1 E
R, KA HERRD I FRRER A8 BT P
PRSI — IR IRZE SR HOARR R A 2Bk
10%~30% , B [H 5 15 23.5% , B S B THm p a3y,
J S £ A B, S SRt B R R £ H
EE&TE BERERFLITHI(2022YFC2504006 )

{EERBNT FWH(2001-), &, MLHEE, ARAR:GEELAR;EE
1€ . X B , E-mail: wzhao02 @tmu.edu.cn,

PRI, 38 DI B ST A R FD IRY7 SRS
MR, £ AR SRS f 0 3L 5 B 2
FD W ERGINZ — . P D IViZWrfE W42 1, vl
KH 5Ol (5-HT) 1A ZARIB I SIFIAIFFD.
SR, 765 MR YT B LAl b BEA S-HTI1A 3Z {45
R RS BB BT RL, B = m BT REE . R
B, AR B S-HT1A SZ 5843 sl 77 (1H 1 18
i K T RN ) SAia T 4 ST Hp 25 bRy i
Bl 1 25l 2 R R R a0 2SR A A



86 FREEBRE S B

%31 %

BUA BEHLXT BRI SE (RCT) BG40 H7 , R0 8 BLIRY T
KA 5-HT1A SZAREM sl ) 2 5 B A L
WAl ¥D BT 7 S b BT G UE R A

1 #REFE

L1 Xaktek  HAHLKER PubMed Web of Sci-
ence Embase .CNKI VIP 5045 %, WdE B &4 &
JHEZ IR | TSR ERERAYT FD B RCT BESY . e 30K
R 1] A : “Buspirone” |, “Functional Dyspepsia” . “tan—
dospirone” &5, HUSCRT A A < “HH EERRMER” T IRER
Wi DHREVETH LA R DhREVEIE R " R
HAAR” . EEMKREGAIE" . EIE RS S
" CBIRAEZERAE . IR R DGR KR
F Bk R DL A+ [ iR 3

1.2 CHRAN G HeR AR

1.2.1 g9AFRiE  (1)ICERIERL: FNAMATIT A 3R
HIESCHY RCT W5 TR R & R B A TRV .
()W TR L A5G X Eis Wb i s RAE AR AT &
FD 12 BZAf 00— 2, A v etk (3) I .
XF IR 25 B0 HP SR 2 H 3 ) OR3P R B A ik
RNAYT BURENA YT G A B2 Al 25
T 5-HT1A ARl 0 (3H R R 5T R34
FWD)IAIT s P ASBR TP R =2 J8 . ()45 )miEhs . /0
A 1 SRR bR SRR IR T A i 2
H IR A Al 8 R (GSRS) | B i SE R
A1 (GIS) I AL AN KL PR ™ FE 7 B2 (DSS ) B HAl 5
FEIBAEAR DA 5%« AR A P RERR (SAS) (DU Rt
FEIE R (HAMA ) K HAD  ARIE IR PEAN 52 35 - SRR
F PP 53R (SDS) U /R W AR 1 % (HAMD ) Bz H
b s AN R

122 HEBRbRUE  HEBRAAT G AN AbRUE | TR
TCRARE . A S E X R kR RSt
FEUR SIS B AN ) SR

1.3 FHRBRA SRR TN R AR S
Wk, I R 2 A4 AN D ST ] 352 SCHR AT H R 2k
I SEEARUE R IR AR B . 12
WO A4 - (1) TR PR R — R k44 VK 3RAF
0y SRR IR R 7R 2R o (2)BF R — R
B)FEA T TR 25 Jm 5 A B2 PFAi i fag XU 22
£ R Jadad R VFIPHRIED, BEHLIF S 74 Bl
PLALBERE 5 ¥ 03X 4 Oy T 64T SCERITE 3, 1~3
Oy AR BT R , 4~7 43 R e B, SR A SRSy =
3 51 [FIET, #R4E Cochrane®RCT e XU TEAL T B,
AT e S it O e 3000 v iy i )5 v L 1
Pfer S HAB AR (77 6 77 TS SCRRIZEA T XU PEAt

1.4 %its4® W RevMan 5.4 Fb i1 481t

2EOYHT o ARG M AR i 4 i) (5 FH A G S
JE(OR) e 95% ] {5 X 18] (95% CI) 3% 25 (MD) 8§,
PRI EE (SMD) HRA N6 HR « X4 5E4 T 5% 5
P, P<50%5% P>0.1, N HRFFT SRR/, R
FH I E SN AT R e i 5 P>50%38% P<0.1, 1A
ST S PR s, 0 A L S oM R R, 2R AT W 21 43
BT 5 25 TC I 20 AT S5 U e D Bt L 280 I A 1 25 42 53
Bro ¥ Z (A8 &80 & P{H, P<0.05 RS
BEHIFE L hlinl P SCi R S A A&
P, X R R R TC AR AT , 75 W4 7s A7 D e
2 H#HR

2.1 LktekgR RIS 861 ks, HE
PREA K LR AT G WA 35 4 AR
P A HEBRBR I 52 42 30, e A 19 F2
j:ﬁlz'jjc 13 %[4—5.8—9,11—13,15—18.20—21]\y‘%jc 6 %[6—7,10,14,19,22]O

gy A3 1575 1], Hrpiayrdl 801 i, XFRELL
774 B, K BFRE W 1,
LR R SR B 2 2SR

J :CNKI(n=46) . H J5
(n=30) .VIP(n=50) .4+

JE :PubMed (n=217),
Web of Sciense(n=50) .

MFAR (n=412) Embase(n=51)
I ]
v
ST 42 K e Sk 45k R IR
18 K SRR T K B STk (=737 )

v
> P 5] e H 5
EIIEEIRES G A br e
(ne124) ﬁH% SENTE WS
HR(n=89)
S 6l v i AT
FEEAY T 35 e SCiik N FEETRA Bk HAF
AT TR A TEFI 2556 Z 1Y Sk
¢ (n=16)

IRPEA S HEER R,
RAASCHR (n=19)

B1 #xRRiEE
Fig.1 Flowchart of literature search

22 LHRAKAFAEA S ERAE 19 BB
RCT, W3 1. M, 4 20000 72020 AL R 7 3k
2 T3 A B S R | 13 -7 10-12.14-16. 182015 304
A sk A REAL T 1500 21 . PR AT S e e 2
3IT-1-2UF T Ad I XUH T4 o Jadad 35 SCHR
PRAr, 10 Gl e ARl = 4 g5 S Ry U SCHK 5
9 fIs-0.2-315-8.0 < 3 4 JRARJF R SCHk . Cochrane T
HAR R XSS i, UL 2.

23 BESMER

231 SPRERRRIILE LR RCR NS R AR bR
FOSCHRA 11 gt m8.20220 3Gy P2 524 {3 {45 v
402 A5 Xt RRAL 514 B TP 267 BT R #5 5
BHE S BRER /N (P=0.07, P=41%) , 5% [ 2 30 A




ERE WM, 55 5S-HT1A SZORIRIMEIRIAST DIREVEN (R RIT RO 2 AR AT 87

F1 HNHERHELRER

Tab.1 Basic information of the included studies
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Taghvaei 257 A BON 1218 2R THHEI<1 A (5 mg,tid),1~2 4 @@@S 8J§ RCT 6
2021 (10 mg,tid)
BETOE482020 [ - 41/41  BLZERIME (20 mg,qd)+5E X HE+HEEFIEE (10 mg,tid) O® 68 RCT 3
Y FI (S mg, tid)
ABfERE L2020 HE - 40/43  BEYPF) (10 mg, tid) X HE+EF A F](0.1 g, bid)+HEER OB  34H RCT 3
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Tab.2 Risk assessment of bias among the included studies
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Treatment Control Odds Ratio Odds Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed. 95% CI M-H. Fixed. 95% CI

257 2016 43 46 30 50 4.6% 9.56 [2.60, 35.06)

BRI 4 2012 43 47 32 42 71% 3.36[0.97, 1169

RR{EME 2020 40 43 3N 40 5.5% 3.87[0.97,1551]
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Fé/e@ 2012 26 29 13 28 3.4% 10.00([2.45, 40.84]
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Ti% 2012 56 60 33 B0 6.4% 7.54[2.40,23.68]
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Total (95% Cl) 524 514 100.0%  4.18[3.05,5.73] <>

Total events 402 267
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Treatment Control Mean Difference Mean Difference

Study or Subgroup Mean SD_Total Mean SD_Total Weight IV, Random, 95% CI IV, Random, 95% CI

9.1.1DSS

Jan Tack 2012 -4 125 7 -1.3 105 10 104% -270[-3.83,-157)
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Test for overall effect: Z= 3.01 (P = 0.003)
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Subtotal (95% CI) 158 156 31.3%  -3.01[-7.80, 1.79] ——e———

Heterogeneity: Tau®= 17.64; Chi*= 152.02, df= 2 (P < 0.00001); F= 99%
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Fig.3 Meta—analysis of efficacy measures compared between treatment group and control group
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Treatment Control Mean Difference Mean Difference
Study or Subgroup Mean SD_Total Mean SD_Total Weight IV, Random, 95% CI IV. Random. 95% CI
7.1.1HAMA
Lulu Liu 2023 -8.28 586 47 -415 28 53 105% -4.13[-5.97,-2.29) e
MFEE 2019 -876 6585 40 -520 5156 40 10.3% -3.47 [-5.89,-1.09) -
FHak 2022 -2913 492 35 -2705 487 35 103% -2.08[-4.37,0.21) ==
=1 2015 -6 36 58 -18 35 58 106% -4.20[-5.49,-2.91) Bl
Subtotal (95% CI) 180 186 41.6% -3.76 [-4.66, -2.87] ¢
Heterogeneity: Tau*= 0.00; Chi*= 2.72, df= 3 (P = 0.44), F= 0%
Test for overall effect: Z=8.27 (P < 0.00001)
7.1.2 SAS
Ti% 2012 -1089 754 B0 -154 476 60 103% -935[-11.61,-7.09 =
2XF 2012 -1967 1145 48 -058 989 48 96% -19.09[-23.37-14.81] ===
Ré/)e@ 2012 -2472 524 29 111 528 28 10.2% -23.61[26.34,-2088] —
PR 2012 -153 1493 47  -43 1388 42 87% -11.00[-16.99,-5.01] =—
Subtotal (95% Cl) 184 178 38.9% -15.84[-23.85,-7.82] s
Heterogeneity: Tau?= 62.67; Chi*= 67.25, df = 3 (P < 0.00001); P = 96%
Test for overall effect: Z=3.87 (P = 0.0001)
7.1.3Else
Miwa, Hiroto 2009 -87 131 73 -75 144 71 95% -1.20 [-5.65, 3.25] —Fr
Tarang Taghvaei 2021 -494 524 18  -4.67 4 12 10.0% -0.27 [-3.58, 3.04) N
Subtotal (95% Cl) 91 83 19.5% -0.60 [-3.26, 2.06] ’
Heterogeneity: Tau*= 0.00; Chi*=0.11,df=1 (P=0.74), F= 0%
Test for overall effect. Z= 0.44 (P = 0.66)
Total (95% CI) 455 447 100.0%  -7.75[-11.90, -3.60] ‘
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Test for overall effect: Z=3.66 (P = 0.0003) {treatment) 4.1 4815 14z [control]
Testfor subaroun differences: Chi*= 13.97. df= 2 (P = 0.0009). F= 85.7% -
Experimental Control Mean Difference Mean Difference
Study or Subgroup Mean SD_Total Mean SD_Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Ti 2012 -19.09 8.26 60 -382 6.1 60 67.5% -15.27[-17.87,-12.67) ——
2xF 2012 -16.69 1176 48 -044 1234 48 196% -16.25(21.07,-11.43] —
BRI 2012 -18.9 1446 47  -44 141 42 129% -14.50(-20.44,-8.56)
Total (95% Cl) 155 150 100.0% -15.36[-17.50,-13.23] >
itv: Chig= = - = + } T + +
Heterogeneity: Chi*= 0.22, df= 2 (P = 0.90); F=0% 30 10 0 10 20

Test for overall effect. Z=14.10 (P < 0.00001)

[experimental] 4.2 AR A L4 [control)
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Fig4 Meta—analysis of psychological status compared between treatment group and control group
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