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Abstract

AIM: To systematically review the evidence
for the efficacy and safety of mixed 5-HT,
antagonists/5-HT, agonists in the treatment of
irritable bowel syndrome (IBS).

METHODS: According to the recommendations
of the Cochrane Collaboration, a meta-analysis
was conducted on 2 841 patients from eight
eligible trials with respect to the usage of these
drugs.

RESULTS: The unimprovement in IBS global
symptoms [42.7% vs 46.9%, RR = 0.91, 95% CI
(0.58, 1.43)], abdominal pain [53.2% vs 59.3%, RR
=0.90, 95% CI (0.72, 1.11)] or constipation [54.0%
vs 58.5%, RR = 0.91, 95%CI (0.74, 1.12)] did not
differ significantly in the presence of cisapride
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vs placebo. In the presence of renzapride, lower
doses (1 mg/d and 2 mg/d) were found not
to be superior to placebo in attenuating global
symptoms [RR = 0.95, 95% CI (0.67, 1.35); RR =
0.79, 95% CI (0.67, 1.17)]; however, high dose of
renzapride (4 mg/d) resulted in a significant dif-
ference [67.8 % vs 73.9%, RR = 0.91, 95% CI (0.86,
0.96)]. There was no significant difference in the
incidence of adverse events among cisapride [RR
=1.52,95% CI (0.58, 3.99)], renzapride [RR =1.11,
95% CI (0.98, 1.24)] and placebo.

CONCLUSION: Except for high dose of renza-
pride (4 mg/d) which could relieve the global
symptoms in IBS-C patients, there was no suf-
ficient evidence to indicate that low dose ren-
zapride or cisapride might be used to improve
the global symptoms, abdominal pain as well as
constipation discomfort.
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1.2.2 RELRIEH: (DGR, Syb b A,
WAL R TT JG 1B S & I I/ AN G . i
REIR TC 22 M R B RO, )PE b F], Sk
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Treatment Control Risk Ratio Risk Ratio Wi £ E
; o o Jailwala & Ford &
Study or Subgroup  Events Total Events Total Weight ~M-H, Random, 95% Cl Year M-H, Random, 95% Cl P A
1T R G AT
Van QOutryve 1991 13 36 22 33  25.0% 0.54[0.33, 0.89] 1991 & BT A R
Schutze 1997 16 48 14 48 221% 1.14[0.63,2.07] 1997 — Hr AUl A 78 I3 1BS
A & Ny s S
F 1998 22 33 17 37 27.3% 1.45[0.95, 2.22 1998 i L o
arup o [ ] M, A2k F
Ziegenhagen 2004 16 40 22 42 256% 0.76 [0.47,1.23] 2004 & BB, Eik
# %L &R GEIEN
Total (95% Cl) 157 160 100.0% 0.9110.58, 1.43] < gmﬁ%, & A
Total events 67 75 d
Heterogeneity: Tau? = 0.14; Chi* = 9.89, df = 3 (P = 0.02); I’ = 70% \ \ \ \
0.02 0.1 1 10 50

Test for overall effect: Z = 0.40 (P = 0.69)
B 1 FEUREETTIBSHY SAREIRSS BMeta 347

1.2.4 STRRGANATME: (1) 00 BEHLXT UG R
4% (Randomized controlled trials, RCT); ()W} 574}
Zo12% UL MBS, (3)IBSIKIZ Wiksik ]
fifi: KM Manning. Kruis. #5%1. 511, ¥
T TITARAE, B4 IR TS 2 BUbRHED K B A AR 4 AT
KAERIE A FEBR R A 4 (4) AT PE Y A |
SEYP AR ABHL L 22 BT I AR
(5)IRES 17 AR VT FF LN AR DF7 d; ()BT
2 P A I RSE R AN (B A [ S F(Adverse
Events, AEs) [ £d; (7)SCHR1E 5 B AR,
1.2.5 SCakHERR AR (13897 41206 41 [ 4%
TR LAl VAR AR RNIGTT; (2)if
JrAER Y R S AL AR R A
oA 25 5 2 JRRIRT IR

SitEAIE Gt o3 iR FH CochranetMEM
FEALIRevmanS. 1. 2 R G FEAT. &7 30CH
SE FE AR 0 AT 340K F 7 190 14 40 BT (intention-to-treat,
ITT). X} Z G 45 Rk T MetaZr BT INE, &%
AT e B RTSG, A R BT PR I, a4 ] 5 A5
I T AT e IR, I I B B AL N AR 7Y
BEAT WA AT BURIE AT, AR TMeta
IR AR R R A AR R R A, ik R
HE A fE B B (RR) S H:95% nf {5 X [A] (CT)
IS ZEA (WMD) K L95%C Tl bt 1) % 22
{E(SMD) 2 H:95%CI.
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BR104%, A& F415 SCERIEA A SO0t 2. it (7
B4, LHEBR AR & SCk3 24, LRI E
RCT 135, WU G AEIBS #7308, 1697 B
WAMIATFE 8RS, 4RI AT & 25, A
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R JEO N AR P9 VD L R IEIT TB S IR Bl ML
WIS REAE @ = 317). SRR B
6 & LR A7 AE S R PEP = 0.02), MetaZr HT K
BEMLRLN AR, 45 R BoRigb b F)(5 mg tid-10
mg tid)7AJ7IB SILE AR T A T 22t 71
(G974 5 R4 : 42.7% vs 46.9%, RR = 0.91,
95%CI(0.58, 1.43), E1]. (2) BUEE#T: T
FaruplfF 7t B 2= S oK, S Bk s b AT iUk
PEI T, $ERIR0 45 R G 5 B (P = 0.16),
K T e RO 25 R, v AR T
IBS EARSEIR BT RAIAME T 22 L RI(RR = 0.76,
95%CI1(0.51, 1.14). (3) IBSHEJ LSRR B IR
e EGAIAMRE! Y, BEAR R @ = 247). X5
gE R 2 TGS RPEP = 0.39), S [ 52 R A
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WA # A 5 Treatment  Control Risk Ratio Risk Ratio
AR % & Study or Subgroup  Events Total Events Total Weight  M-H, Fixed, 95% Cl  Year M-H, Fixed, 95% Cl
Cochrane £ £ 3%
Jr ik 5F 0 3 il A) Van Outryve 1991 15 36 20 33 28.4% 0.69[0.43, 1.10] 1991 —
B 3L s A 08 7 Schutze 1997 33 48 33 48 45.0% 1.00[0.76, 1.31] 1997
IBS#9 B Ak KA : :
. Z h 2004 18 40 20 42 26.6% 0.94[0.59, 1.51 2004
B AR A I iegenhagen o [ |
AT, AT
LAHT, PRSI Total (95% Cl) 124 123 100.0% 0.90[0.72, 1.11] ‘
l‘g 'Jégrl;%{ dqﬁf Total events 66 73
TBS-C49 AR, Heterogeneity: Chi? = 1.88; df = 2 (P = 0.39); I = 0%
Test for overall effect: Z = 0.99 (P = 0.32) 0.05 0.2 1 5 20
Favours experimental Favours control
2 FHIRIAYSIBSHIIERESS MMeta 4.
Treatment Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight ~ M-H, Fixed, 95% Cl  Year M-H, Fixed, 95% Cl
Van Outryve 1991 25 36 31 33 44.4% 0.7410.59, 0.93] 1991 R B
Schutze 1997 21 48 20 48 27.5% 1.05[0.66, 1.67] 1997 I
Ziegenhagen 2004 21 40 21 42 28.1% 1.05[0.69, 1.60] 2004
Total (95% CI) 124 123 100.0% 0.91[0.74, 1.12] ‘
Total events 67 72
Heterogeneity: Chi* = 3.89; df = 2 (P = 0.14); I* = 49%
Test for overall effect: Z = 0.86 (P = 0.39) ‘ ‘ ‘ ‘
0.05 0.2 1 5 20

3 FOYMFIEYSIBSEYEEANS BMeta DT

() e R TT AN T R [V 9T A S 2
F4H: 53.2% ws 59.3%, RR = 0.90, 95%CI(0.72,
1.11), [E12]. (4) IBSTEAATCZE MR A BTC A AN
3NRIG Y BEAR B = 247). WK L5 R 2 1)
T JTEP = 0.14), K b8 RN, 455 %
7R, PEYPARI(5-10 mg t.i.d)VATTIBSIKI{EFLIEIR
7 RAE T 2 BRI [T 45 22 BRI 4 54.0%
vs 58.5%, RR = 0.91, 95%CI(0.74, 1.12), KI3]. (5)
PPN R SRR AR 3R R T Y
DRI ZIIAS BT R AL, FEA R @ = 248),
LA BN, A IS . R AR L 3
B 2l RIE T AR = 0.37), K [ 58 2w A
R BR, YRR IBSIHA RSk
A 52 BTG 2 M IR TT A5 A 7.4%
vs 4.7%, RR = 1.52, 95%CI(0.58, 3.99)].

2.3.2 R bR FERT RN, NG 5EYD
FEST IBSBEEALA HALG 0.

2.3.3 W 3UssAl: (1) IBSEARTEIR TE S MR ol
Mg AR FEAR R @ = 2014). 3
AR 25 R 2 [0 T 5 Tk (P = 0.89), K H [ &
RN 5 R, 8L F)(1 mg/dai2 mg/d
804 mg/d)iG 7 IB S ARREIR 19T Rt T 22 8t
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FINEIT 415 2R FI4: 66.1% vs 71.0%, RR =
0.91, 95%CI1(0.85, 0.96), 4], i 45 IR, 16
HALRNVAETTIBS W] e AE(E B -ZOC R, MUAT W41
T AT R, LRI mg/d 2 mg/d
XFIB S jh AR SEAR IR 97 A T2 BRI [RR =
0.95, 95%CI1(0.67, 1.35); RR = 0.79, 95%CI(0.67,
1.17)]; 84L % F)4 mg/dZH (IIB S s AR IR TC 2%
it %0 67.8%, WRLFILL N T3.9%, X1BSEALE
IR IIT Rt T 2 BEFHI[RR = 0.91, 95%CI(0.86,
0.96), Kl4]. (2) 1B SR/ ANIE o 0% fift 4 5l
TR AN ML BRI IB S 1 BE HL
SR IGT, BEA R = 510). g5 LR, 1840
WA mg/d. 2 mg/d. 4 mg/dif)r IBSHIIH/IE
AN TG RE R IT RO A T 22 B HI[1 mg/d4l:
RR = 1.08, 95%CI(0.93, 1.25); 2 mg/d4l: RR =
0.92, 95%C1(0.77, 1.09); 4 mg/d4l: RR = 1.03,
95%CI(0.89, 1.20)]. (3) 2y R FH1F kA% I
4B ARG T AR AL R AN
RSO, FEA R @ = 2495). TEAR R
NSO BERS . BEVE . BEE. SEO. MRS
K MR RN, 4RI 45 0 A7 A5 7
JEPE®P = 0.0005), K HIBEALRN ALY, A6+ 26 F)
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Treatment  Control Risk Ratio Risk Ratio iR EE
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI  Year M-H, Fixed, 95% Cl ﬁ"\% %414 mg/d
T4 A 1BS-CHY
1.1.1 Renzapride Tmg PR K, A2 st
Camilleri 2004 8 12 10 12 14% 0.80[0.50,1.28] 2004 — IBS-D & # R4 /&
Spiller 2008 20 43 19 42 2.8% 1.03[0.65, 1.63] 2008 — A
Subtotal (95% CI) 55 54 42%  095[0.67,1.35] <
Total events 28 29
Heterogeneity: Chi’ = 0.62, df = 1 (P = 0.43); I’ = 0%
Test for overall effect: Z = 0.29 (P = 0.77)
1.1.2 Renzapride 2mg
Camilleri 2004 7 12 10 12 1.4% 0.701[0.41, 1.20] 2004 —
Spiller 2008 16 42 19 42 2.7% 0.84[0.51, 1.40] 2008 —
Subtotal (95% CI) 54 B4  42% 0791054, 1.17] <@
Total events 23 29
Heterogeneity: Chi* = 0.26, df = 1 (P = 0.61); I’ = 0%
Test for overall effect: Z =1.18 (P = 0.24)
1.1.3 Renzapride 4mg
Camilleri 2004 8 12 10 12 1.4% 0.80[0.50, 1.28] 2004 — 1
Spiller 2008 20 41 19 42 2.7% 1.0810.68, 1.70] 2008 —
Lembo 2010 820 1198 454 600 87.4% 0.90[0.85, 0.96] 2010
Subtotal (95% Cl) 1251 654 91.6% 0.91[0.86, 0.96] ’
Total events 848 483
Heterogeneity: Chi* = 0.83, df = 2 (P = 0.66); I = 0%
Test for overall effect: Z = 3.20 (P = 0.001)
Total (95% Cl) 1360 762  100.0% 0.91[0.85, 0.96] ‘
Total events 899 541
Heterogeneity: Chi* = 2.32, df = 6 (P = 0.89); I = 0% \ \ \ \
0.2 0.5 1 2 5

Test for overall effect: Z = 3.36 (P = 0.0008)

Favours experimental  Favours control

Test for subgroup differences: Chi* = 0.53 df = 2 (P =0.77), I’ = 0%

4 {RFLIRIETSIBS SASEIRTS BHIMeta AT .

BT AR RS R AR 2R TG B
P22 52[62.6% vs 62.6%, RR = 1.11, 95%CI(0.98,
1.24)]; WA IR 7R e L A1 mg/d. 2 mg/d.
4 mg/diGITIBSIA B FAF R A% 5 21T
W

3 111E
1E M 5 Wi B AL 296 97 v, 5-FR A S2 AR
THRIE R Z . R —RAY. AR
VAN 7 tHE S P AR B8 AN S Ak KOG T
TR S-HT B2 /S-H T, 2RSS PRI v
DAL ASFLLFNAITIBS I BEHLA R, A3t
2 84141, FEVPAN HAAITIBS A Rt Az 4.
BT PG VD 2 FVA ST IB ST R SevF 745 1k
EAHNT LA R AN 563, BT H Y R
RO T 2 BRI AR LSS 18, (HEts T 0 A
REAR PIT 80 FAY . H TS BUREAR b 5 5 7% =0
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A /5-HT, % 4k
HFA 808 7 &
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LA SFIBS L i4 77
YR, KAl
A (4 mg/d) 5 &
RA M g%
E 5, ALaH4g 5§
I R B A AT A A
ERixI

W) 53 LR AACRIIR B AR R IE S AN AL, A
FHBFE RO R Y. AR1M0, ARFFAIN
4 SCHR, W ReAEAE R R Ay, GAN MIRFFAEAR
B, BWIREA e G —, AR, 5T
J I R R A IR, PV RE T IB SAE
T T2 F s ARALE A I AR 55

BEAE 168 4L 06 R ) R GEVE A 143 A4S L 2 Al
XFIB ST 805 2 RG22 5 (M 25 18, A% PET
K5 2y AT WAL AT AL N 4350
W5i@ = 2 356), 4 1KY, 1©FLLH1 mg/dAl
2 mg/dXIB SRR 7 RAMIE T2 JEE7, 1y
1AL FI4 me/di)T7 BOWL T 22 ). IS
BRI Ge—e Wiks (2 5 T ARE), BFRR%
M —BU i, ARG T P, FEARE
RN, B EFIEHRA D KFEARG@ = 1798)
) e ST 9 (45 AL FE87.4%), gk FmT Sk
BUF ARG IRCTE D, W BEAFAE KRR M . 11
PRAR 50— AR 2 1) 1) 2 1B S6 22 Ji 5 1)
e S (20%-70% ) AT e HE 55 A7 20245 P 1 52 B
7. Spiller i is e B I N 22— P
2, i miflrE6-8 wk, EFIMIVEHZA7E12 wk
Ja e, SR 5RIT I 2 el A TR TR,
SRR, IR 2012 wk, A
A AR AL 2 RIAE WS 2%, 193 H A T a6
gL AEARTET, 3AMRE 267 B VT
B1iE12 wk, 551G BV 14 d, R
FEA S /D, 45 FURUE AN 1.4%, X 45 B A K.
SR, L A4 meg/dn] ZEARIBS-C I R4k
FEtR, R 5 2RI, AT RCEAARREIR
ZHFRR = 1.1, <1.5), H RTAIR R UE SIS A2 R 5.

TEGEARIBS £ TR/ A AN ARy T, AX
NI FL L RIA YT IB S-A B HL A B
R LA mg/d. 2 mg/df4 mg/di)IT
SO T2 ). ZaRIe i kUi IR R
w1, K HITT T Al e 23 AR ICREIR br i 22, [+
AN ANES, AE7E R Rt Bk, (e FLL
FI G fRIBS 23 A/ T AN A4S 1 AN 78 43

FEZ3H) 2 A M5 T, AIANATIWT 5T imeta
SFTRY, 4L A mg/d. 2 mg/d. 4 mg/diA
JTIBSHI LI B F A= 383 15 22 o o 22
Gll, AAFAE RO R, YA RS R B FEk
L BN VS, . B, RS KZ
IR REAN RN, AR A R R E AN )R
IR H RS . 2 B0 R R I 5 48 L 6 R AH O
F1 2 PP S0 % S B A A S, (AR IS
e L RI2 me/dA ML R 1] LR I

(4RI 7E12 wkif T 7 1) 28 A R IR dk ot 7 i
R, AILPIATEFRRFLE12 molf) 24 ik
KA R, WS R T 3B E i 2 A, WA S
AL FIAR G I BE T I Bl R 35 . PRI, A8 L
4 mg/d ] ZZARIBC-C 3 BARIBSHEAR, (HEZ
A ML A FRD N ASE IR 52 5 7] s s % 0
L FEL PRI L, A 2 R0 0 B 25 D) L T
St B 28 R R AR H AT R 4L RIVRTTIBS
J275 AL (IBS-D) Il AR IR B AR 48, #fEIBS-D &
AN LR .

B2, Y LR ZARTB S S AR K I
fERMIESEA L. SRR TTIBSHR Z A7 RO,
1L A4 mg/dn] ZZfFIBS-CHY R AARSEIR, X TBS
JEEAME R AN I UEHE AL s AR LA 1 mg/d A2 mg/d
LR FRIBS S AR B /A E IR AN AL . A
WFFE N8N 1 ok 1 AN B0 AT w5 U= 4,
FERWEFCI 722 U BRI, 4R, 4
Ji T FEIB Sl R R 56 Y 78 43 7% 16 3 I 1 R I
B (R JRIBR A, 4 AR BT ST R e U R B
SOk, MBI IE R I BEATL > 2 . 23 e R AL H I,
W7 M BE T IR e d REEB R 12 wk. AT FE A
R Z 1% 5 T T 5T, SEIB S I R I
7T, THRATHE 2 KA, R A A
S-HT, 52N 7/5-H T, 52 R F5 9 71E 7 1B S
BEALT FR .

4  ZEWA

1 Cremonini F, Talley NJ. Irritable bowel syndrome:
epidemiology, natural history, health care seeking
and emerging risk factors. Gastroenterol Clin North
Am 2005; 34: 189-204

2 EE, HEE SB SRS AR TR R,
SR AT E2%E 2008; 16: 3591-3593

3 L, BREWH. WS A NGT T HIIEIEER
PEOY. Bz AR EL 2009; 18: 388-391

4 T, (RN, B TR G lE B IEThaE
PEPSRHHEIBTRIR. IR G E 2005; 13:
2405-2408

5 Atkinson W, Lockhart S, Whorwell PJ, Keevil B,
Houghton LA. Altered 5-hydroxytryptamine sig-
naling in patients with constipation- and diarrhea-
predominant irritable bowel syndrome. Gastroenter-
ology 2006; 130: 34-43

6 AN AR, (2B Bsh 2SRV L ISR
WPt HEE ATHIEE 2006; 14: 189-196

7 Jailwala J, Imperiale TF, Kroenke K. Pharmacologic
treatment of the irritable bowel syndrome: a sys-
tematic review of randomized, controlled trials.
Ann Intern Med 2000; 133: 136-147

8 Ford AC, Brandt L], Young C, Chey WD, Foxx-

Orenstein AE, Moayyedi P. Efficacy of 5-HT3 an-

tagonists and 5-HT4 agonists in irritable bowel syn-

drome: systematic review and meta-analysis. Am |

Gastroenterol 2009; 104: 1831-1843; quiz 1844

SERBWIEEFATNES:. o SRR G

O

www.wjgnet.com



(=

]

)

B, F. BSHS-HTSNERI6-HT, 2RSS 2 AR GV A SN

0

3283

10

11

12

13

14

15

Febiite. SCRIPAR R 1991; 11: 391

Higgins JPT, Green S, editors. Cochrane Handbook
for Systematic Reviews of Interventions Version
5.1.0. The Cochrane Collaboration, 2011

Van Outryve M, Milo R, Toussaint ], Van Eeghem P.
"Prokinetic" treatment of constipation-predominant
irritable bowel syndrome: a placebo-controlled
study of cisapride. | Clin Gastroenterol 1991; 13:
49-57

Schiitze K, Brandstétter G, Dragosics B, Judmaier
G, Hentschel E. Double-blind study of the effect of
cisapride on constipation and abdominal discom-
fort as components of the irritable bowel syndrome.
Aliment Pharmacol Ther 1997; 11: 387-394

Farup PG, Hovdenak N, Wetterhus S, Lange O],
Hovde O, Trondstad R. The symptomatic effect of
cisapride in patients with irritable bowel syndrome
and constipation. Scand | Gastroenterol 1998; 33:
128-131

Ziegenhagen DJ, Kruis W. Cisapride treatment of
constipation-predominant irritable bowel syndrome
is not superior to placebo. | Gastroenterol Hepatol
2004; 19: 744-749

Camilleri M, McKinzie S, Fox J, Foxx-Orenstein
A, Burton D, Thomforde G, Baxter K, Zinsmeister
AR. Effect of renzapride on transit in constipation-
predominant irritable bowel syndrome. Clin Gastro-

16

17

18

19

20

21

enterol Hepatol 2004; 2: 895-904

George AM, Meyers NL, Hickling RI. Clinical trial:
renzapride therapy for constipation-predominant
irritable bowel syndrome--multicentre, random-
ized, placebo-controlled, double-blind study in
primary healthcare setting. Aliment Pharmacol Ther
2008; 27: 830-837

Spiller RC, Meyers NL, Hickling RI. Identifica-
tion of patients with non-d, non-C irritable bowel
syndrome and treatment with renzapride: an ex-
ploratory, multicenter, randomized, double-blind,
placebo-controlled clinical trial. Dig Dis Sci 2008; 53:
3191-3200

Lembo AJ, Cremonini F, Meyers N, Hickling R.
Clinical trial: renzapride treatment of women with
irritable bowel syndrome and constipation - a dou-
ble-blind, randomized, placebo-controlled, study.
Aliment Pharmacol Ther 2010; 31: 979-990

Irvine EJ, Whitehead WE, Chey WD, Matsueda K,
Shaw M, Talley NJ, Veldhuyzen van Zanten SJ.
Design of treatment trials for functional gastrointes-
tinal disorders. Gastroenterology 2006; 130: 1538-1551
Cooper HL. Irritable bowel syndrome: diagnosis by
exclusion. Geriatrics 1980; 35: 43-46

Spiller RC. Problems and challenges in the design of
irritable bowel syndrome clinical trials: experience
from published trials. Am ] Med 1999; 107: 91S-97S

i EWME w4k EEA

ISSN 1009-3079 (print) ISSN 2219-2859 (online) CN 14-1260/R 20114 A H Fi 4 Nyt A% &

(RFATIE L) 2011 F A B RRTHE

AHRR AT OAEAEE R, DRAERG AR AT A IERALEE,  (HEFE A g iBuT T e, 2011
SETT RS B SR A A W HCe A 2t 6 6 A 300 B R R PRI AN AR (8 AT 2 %2 5% 2011-01-01)

www. wjgnet.com



