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Effectiveness of Anti-emetics for the Prophylaxis of Cisplatin-Induced Delayed Emesis
: A Systematic Review
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We performed a systematic review of the effectiveness of anti-emetics for prophylaxis of cisplatin-induced delayed
emesis using meta-analysis. We selected 12 reports of randomized controlled trials from MEDLINE (1966—2003. 4) and
The Cochrane Library Issue 1, 2003. Nine of these reports were evaluated as high quality and the others as low quality
according to the evaluation criteria of Jadad ef al., and only the high-quality reports were subjected to meta-analysis.
The statistical results obtained from all 12 reports were also compared with those obtained from the 9 reports of high
quality. Corticosteroids significantly reduced the occurrence of delayed emesis. Metoclopramide tended to reduce the oc-
currence of delayed emesis, although not to a significant extent. In contrast, 5-HT; receptor antagonists did not show a
significant prophylactic effect on delayed emesis. Combination treatments using corticosteroids with metoclopramide or
5-HT; receptor antagonists did not show significant additional benefits over corticosteroids alone. In conclusion, treat-
ment with corticosteroids without additional metoclopramide or 5-HT}; receptor antagonists appears to be preferable for
the prevention of delayed emesis induced by cisplatin.
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Fig. 1.
on Randomized Controlled Trials

Meta-Analysis on the Effectiveness of 5-HT; Receptor Antagonists to Cisplatin-Induced Delayed Nausea and Vomiting Based

5-HT; RA: 5-HTj; receptor antagonists, n/N: Number of patients with vomiting or nausea/number of patients evaluated.
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Fig. 2. Effectiveness of Corticosteroids to Cisplatin-Induced Delayed Nausea and Vomiting Based on Randomized Controlled Trial
CS: Corticosteroids, n/N: Number of patients with vomiting or nausea/number of patients evaluated.
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Fig. 3. Meta-Analysis on the Effectiveness of Corticosteroids with 5-HT; Receptor Antagonists to Cisplatin-Induced Delayed Nausea
and Vomiting Compared with Corticosteroids Alone Based on Randomized Controlled Trials
CS: Corticosteroids, 5-HT; RA: 5-HTj; receptor antagonists, n/N: Number of patients with vomiting or nausea/number of patients evaluated.

NohEBRELZRUT2HM U<, Fig. 31TR
TEIOHEEZIRDSNT (EHFEE : OR,
0.98;95%CI,0.74-1.29, HE.[FH : OR, 1.05;95%
CI, 0.81-1.37), A7 0O KA 5-HT; ZEAEEDT
HEPHT AR RESNEN> . —H, AT
O1 REl (FFHAFY ) EXARZOTITIRO
PR G EX 7040 RRIFEME G2 R L 2@ 1
OB THRBER S Disho 7=, Fig. 417K
TEROIBXEERENILLRD, AT T
2 RO K B HHENRIIAHBE TH > 72 (L
JH 1 OR, 0.51;95%CI, 0.19-1.38).

5-HT; ARG T IR EOHRIZBNT
HIEE AR S N2 o 723, 5-HT; Z RIS
FHFwbror, FozZtkbhory) BEfREE
2704 REl (FFHPAZ ) PtREE % gk
HMULZ@mXE3Hmdbo, Thoz2ptad5E Fig. 5
RS KD ICHFABE CIREFEE, BOFRBEEBITHE
Bl U7z (EHFEH - OR, 0.51;95%CI, 0.31-
0.81, FE.LFEBL 1 OR, 0.58;95%CI, 0.40-0.85).
53. 2704 FHlEzZELI-2BIFAOLE
A7040 REl (FFH A& ) IZ5-HT; Z%
KEEPH Foyotvhnol) 2HLEEAEER



No. 1 7

Trial (Reference] CS; mcp r?/ﬁ Odds ratio(95%CI) C(’gg;"éf)"
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Kris M.G. et al. (26) 15/31 22/34 ——1 0.51(0.19-1.38)
< Nausea>
No numerical data
0.1 1 10
Favours CS+MCP Favours CS alone

Fig. 4. Effectiveness of Corticosteroids with Metoclopramide to Cisplatin-Induced Delayed Nausea and Vomiting Compared with
Corticosteroids Alone Based on Randomized Controlled Trial
CS: Corticosteroids, MCP: Metoclopramide, n/N: Number of patients with vomiting or nausea/number of patients evaluated.

5-HT;RA+CS  5-HT;RA Weight Odds ratio

Trial [Reference} Odds ratio (95%Cl)

n/N n/N % (95%C1)
<Vomiting>
Olver |. et al. (18) 29/64 110/208 —a- 30.3 0.74 (0.42-1.30)
Gridelli C. et al. (16) 431117 57/113 —o— 31.9  0.57 (0.34-0.97)
The Italian Multicenter  (11) 45/265 99/262 o 37.8  0.34 (0.22-0.51)
Study Group
Total 117/446 266/583 —— 100.0 0.51 (0.31-0.81)

Test for heterogeneity x 2=5.89;df=2; P =0.061

<Nausea>
Olver l. et al. [18] 35/64 147/208 ——i 26.9  0.50 (0.28-0.89)
Gridelli C. ot al. [16) 68/117 69/113 —or 29.8 0.88 (0.52-1.50)
The Italian Multicenter 11 83/265 128/262 e 43.3  0.48 (0.33-0.68)
Study Group
Total 186/446 344/583 s o 100.0 0.58 (0.40-0.85)

Test for heterogeneity x2=3.81;df=2;P=0.15

0.1 1 10

Favours 5-HT;RA4-CS Favours 5-HT; RA alone

Fig. 5. Meta-Analysis on the Effectiveness of Corticosteroids with 5-HT; Receptor Antagonists to Cisplatin-Induced Delayed Nausea
and Vomiting Compared with 5-HT; Receptor Antagonists Alone Based on Randomized Controlled Trials
5-HT; RA: 5-HT; receptor antagonists, CS: Corticosteroids, n/N: Number of patients with vomiting or nausea/number of patients evaluated.

o753 REHA LSS Z BB Lz FERIIRESERD a7, ARMEOH
[ 1#TH O, Fig. 6 1TRT K DITIEMFEHR, El FIZBWT—HHENRED SN, AF0A KH

HPEBICHEEEZRD NN - (EHFHE (FFHRAZ ) BT TEREDREITBNT,
OR, 0.92;95%CI, 0.59-1.44, Z.0 58 : OR, 1.50; BORWIHEORERZMA S Z L2k > TR R
95%CI, 0.96-2.33). BREEBSMh o), EHREH 2D S5
6. BEZMDW  BEZESHT O S & Table 2 MWE SN, £z, BLHEIUL, BOEWIFET
IZRT. AZT7 U ZADRERIIMTETIICEE 13R%Y UMD < TERN > 70, O

INBMholz. —F, HOEWIFZ &1 L 7= i X WHIFZE 1 S CIZAREICED S5 HEREZRLE (G
EEOMRNEIT o258, AYTF U RIZBIT5 HFE3 : OR, 0.45;95%CI, 0.16-1.25, FE.LIFEH -
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Trial [Reference) CS*5-HT;RA _ CS+MCP Odds ratio (95%Cl) Odds ratio
n/N n/N (95%Cl)
<Vomiting>
The Italian Group for (14) 60/158 64/160 - 0.92 (0.59-1.44)
Antiemetic Research
<Nausea>
The Italian Group for (14) 89/158 74/160 —o— 1.50 (0.96-2.33)
Antiemetic Research
0.1 1 10
Favours CS+5-HT; RA Favours CS+MCP
Fig. 6. Comparison of Effectiveness between Corticosteroids with 5-HT; Receptor Antagonists and Corticosteroids with

Metoclopramide on Cisplatin-Induced Delayed Nausea and Vomiting Based on Randomized Controlled Trial
CS: Corticosteroids, 5-HT; RA: 5-HTj; receptor antagonists, MCP: Metoclopramide, n/N: Number of patients with vomiting or nausea/number of patients

evaluated.

Table 2.

Results of Sensitive Analyses

Comparison / Outcome Random effects model

Fixed effects model High+-Low quality studies

Odds ratio (95%CI) No. of Studies

QOdds ratio (95%Cl)

No. of Studies Odds ratio (95%CI) No. of Studies

5-HT; RAvs PLC

Vomiting 0.77(0.54-1.10) 3 0.77(0.54-1.10) 3 0.77(0.54-1.10) 3

Nausea 1.06(0.64-1.73) 2 1.03(0.67-1.58) 2 1.06(0.64-1.73)
CSvsPLC

Vomiting 0.24(0.06-0.96) 1 0.24(0.06-0.96) 1 0.45(0.16-1.25) 2

Nausea No numerical data No numerical data 0.16(0.05-0.52)
MCP vs PLC

Vomiting No numerical data No numerical data 0.59(0.20-1.71) 1

Nausea No numerical data No numerical data 0.34(0.11-1.01) 1
CS+5-HT; RA vs CS

Vomiting 0.98(0.74-1.29) 2 0.98(0.74-1.29) 2 0.98(0.76-1.27) 3

Nausea 1.05(0.81-1.37) 2 1.05(0.81-1.37) 2 1.04(0.81-1.33) 3
CS+MCP vs CS

Vomiting 0.51(0.19-1.38) 1 0.61(0.19-1.38) 1 0.51(0.19-1.38) 1

Nausea No numerical data No numerical data No numerical data
5-HT, RA+CS vs 5-HT; RA

Vomiting 0.51(0.31-0.81) 3 0.47(0.36-0.62) 3 0.51(0.36-0.74) 4

Nausea 0.58(0.40-0.85) 3 0.56(0.43-0.73) 3 0.61(0.44-0.84) 4
CS+5-HT; RA vs CS+MCP

Vomiting 0.92(0.59-1.44) 1 0.92(0.59-1.44) 1 1.05(0.73-1.50) 2

Nausea 1.50(0.96-2.33) 1 1.50(0.96-2.33) 1 1.05(0.47-2.32) 2

5-HT; RA : 5-HT; receptor antagonists, CS ; Corticosteroids, MCP : Metoclopramide, PLC ; Placebo

OR, 0.16 ;95% CI, 0.05-0.52)

ArrzoOr7Z3IR

ET T REDLEBREFNIEIL T, B DR WS
TG LN <ETr TERMho 20, HO
{RWZE 1 S TIIMEE R, EOFRB O #H 2
IEBEMERLEDN, ARETRED NN
(Mg F6 3 © OR, 0.59;95%CI, 0.20-1.71, L%
Bl : OR, 0.34;95%CI, 0.11-1.01).

7. BMER  MATIC X O HIEBNRARI N A
TOA RANZDWTEIWER O 217> /2. Roila
F.ol3X7 IR, FFHAYY L, AbrOTI
S REKRKRLTHD, 3HORIERITEE THEML
TWED, TFYRAYY EEBRICBWTIIOES
M ARICHBE L2 (p<0.006) E#HE L TW5.
K7z, FMRRIERSEOHEEIC DN TN TR



No. 1

WS, BIERIC K > THIE LN IE S N7z BEEK
WSEERE T T ERETEWDRN > 2 EF#k L T
W2 PKrisM. G. 537 I7&HR, TFHASY
Y, TERYRAYYCEA NI OT T RO ZE L
WL THD, BRINENERIZT XTEETHH
WNTHD, BFENSR%E L ZEBFITWERh> &l
HLTW5, Bl ZEL T3 HORIERORH
WAHEEBEZRD N>/ (I3 p=0.41, F
%1 p=0.15, Hg=2lF : p=0.15, R : p=0.15,
IR& : p=0.12, RiR : p=0.71, 2 A T K
J& : p=0.38) .20

% £

AFFRDOMRITICBNT, AF504 RENET IR
LD THERBRHMMREZRL . —F, 5-HT;
SRR UM B B F IR
XN X2, 5S-HT, SSRGS 250
1 RAIOOFA & 5-HT; A ERETIEREM O g T
&, PERHICBWTERICHTES R N/ENTNS Z &
MDD LN, OATOA REIET TRED
RICBITDRREMETERS L, X704 RAIO
FIILERIZE DO TH B EHESINTZ. BB,
5-HT; ZEAEGi#E & X701 REIOPEHAX 5-HT;
ZARREPEBEMIC BT 2EE IO W T,
Fig. 5IZTRLZEDITHET S 3 DOWFFEDRERIC
HEtFARY — 0GRS Sz, —RICRMEELD -
Mg D 58 2 IR A3 W IE EF N LI O LD - g
FIHENELS 2D ZENEDHENT WS, 253 The
Italian Multicenter Study Group DFFFETIZ, 2
B - @ OSERMHEN T S o o2 EFFY
AT OPFHBET8ISB THo=DITHL, 7
Tt O BMBETIE 77.9% LA ENE R E
MAH SNz (p<0.01). 1D ZMEEL - DT
RO B2 A RN S B2l BEMEIS & 2728, Bl
FEHUZ D W TCIIMEH E AR — DGR s N7 h >
7z, ZOWEERINT D &, PEREETIIBRI T &£
OO TIELFEH 2 EICE D S8, BORRIIER
TRABEVWHDODOED S EZEMICH > - (EHFE
Bl : OR, 0.64 ;95%CI, 0.44-0.95, FE[FEH : OR,
0.67;95%CI, 0.39-1.18). x/=, A5 01 K&l &
BERHTREEKFOBRFITB W TS 5-HT; ZEEKE
PR 2 M PR % 2 E 0B RERED 51T
5-HT; 2RI A & ik U TIRE ITEM T

HO, BFRIEED - EHICHL TEREZEITRNE
AT RWEZZOGNZ., AMrDOT T3 REM
BEHDHVEFIATOA RANICA M OT 53 Rzaff
AT E0FRMEEIAHB CH > 2, A70Aq

RENC 5-HT; 2B EEVIEZHA L 2HEE A b
7077 ReftHLSGET, WEORIZHIHR)
RIZBWTHEEISFED S NRM 2 ENE, A
TOA4 RENCA MO S REHHALTHATO
1 RAEMZ K E < EESHEFRIIHES NN E
HEInr.

UL DOBmEHERIZ ASCO A RI14 > LIFMHE
BH5HDTH>o. ASCOHA RIA4 12BN T
REINTNBEBELITBNWT, AT IF &
ZEFEMEEL - B ICBI T 2SI BER B E D
T2UHTHo. TOOIEHA RTA OB E
BoTWHhmXITBHRTHS., TDH5H5
1192325201 T ARBFENT B W TIETE S & U 72fmSL,
2HEPANIT T T L DFRLE D B AR L L R
S TV DITARMFE DR R E LR T=iw X
Tholk., TS D 6 #HiF, 2MEEL - W& DR
FTEFRMEL - BHEICDOVWTER L TWD, B3
PEFEL « EHEIZ DWW T OAZIMET D2 ENTED
WETHA > TIRREY, P71 ERIIVOEE
TAMZO7 53 K@ maximum tolerated dose %
WRETZZENHWOHEKTH S, H5WIiTEaR
BTN E WD B TARMIE TSR L5
MO X ThHole., RAFFETIII SITMATT #H
DT 2 MEBHABR ORI TR E L. &
DB D3I IE ASCO HA R I1 > DIERIEE
iTbn =@ XmE (1998 4£7 H) DIBITAFR S
NEwMmXTHo/=. £/=, ASCOHA RKRI14 T
WIS X amEticma, S 5ICEHMEDOME
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EI2HABELTE, M RE L RXNRIRD
&, WmICEDE, ESEEEH, BT
Y IRALELTCHMLZZ ENBEZ LGNS,

72, EBREELL - RIS TR SN T
O REIOFEWERAFRHFICEL THRHA LD, AT
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