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ABSTRACT OBIJECTIVE: To systematically review the effects of triple therapy of aprepitant combined with 5-HT; receptor
antagonist and dexamethasone on the safety and daily life quality of malignant cancer chemotherapy patients, and to provide
evidence-based reference in clinicc. METHODS: Studies were identified by searching Cochrane Library, PubMed, Embase,
WanFang Database, VIP Database, CNKI and CBM, including randomized controlled trials and cohort studies of triple therapy of
aprepitant (trial group) vs. 5-HT. receptor antagonist combined with dexamethasone (control group) for the prevention of
chemotherapy-induced nausea and vomiting. After data extraction, quality evaluation of literature was conducted (RCT literature
quality evaluation according to Cochrane systematic evaluator manual 5.3, non-RCT literatures with Newcastle-Ottawa Scale) ,
Meta-analysis was conducted by using Rev Man 5.3.0 software. RESULTS: Totally 21 literatures were included, involving 7 698
patients. The results of Meta-analysis showed that the incidence of fatigue [OR=0.80, 95% C1(0.67,0.95),P=0.01], hiccup [OR=
0.52,95%C1(0.34,0.82) ,P=0.004], constipation [OR=0.73,95% CI1(0.63,0.85),P<<0.001], other drug-related ADR [OR=0.79,
95%C1(0.66,0.95), P=0.01] in trial group were significantly lower than control group, with statistical significance. The results of
Meta-analysis of functional life index of nausea and vomiting showed that the quality of daily life in trial group was significantly
higher than control group [OR=1.60,95%CI(1.41,1.83), P<<0.001; MD=10.64,95%CI(8.10,13.18),P<<0.001], with statistical
significance. CONCLUSIONS: Triple therapy of aprepitant combined with 5-HT; receptor antagonist and dexamethasone can
significantly reduce the occurrence of fatigue, hiccup, constipation and other drug-related ADR during malignant cancer
chemotherapy, improve life quality and treatment compliance of patients.

KEYWORDS Aprepitant; Triple therapy; Malignant cancer; ADR; Functional life index of nausea and vomiting; Meta-analysis
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Fig 7 Forest plot of Meta-analysis of the incidence of
headache in 2 groups

Aprepitant Control 0dds Ratio 0Odds Ratio
Study or Subaroup _ Events Total Events Total Weight M.H, Fixed, 95%Cl Year M.H, Fixed, 95% CI
Wit D2003 23 62 13 60 61%  213(0.96,4.75] 2003
Poli-B2003 30 282 34 285 222%  0.88(0.52,1.48) 2003 -
Chawla2003 1 214 12 212 84%  090([0.39,2.09] 2003 -
Schmoll2006 31 243 23 241 148%  1.39(0.78,2.45] 2006 T
Yeo W.2008 10 62 6 62 37% 1.79(0.61,529) 2008 T
Takahash2010 32 150 40 151 231%  0.75(0.44,1.28) 2010 -1
Tanioka2013 3 46 2 46 14%  153(0.24,9.64) 2013 e
HuZ2014 10 204 6 208 42% 1.74[0.62,4.87] 2014 T
Bakhshi2015 14 50 7 43 40% 200[0.72,5.54] 2015 T
KimJ.2017 16 242 18 248 122%  090(0.45,1.82) 2017 e
Total (95% CI) 1555 1556 100.0%  1.13[0.90,1.42] »
Total events 180 161
Heterogeneity: Chi*= 8.38, df = 9 (P = 0.40), F= 4% 0ot o1 10 100

Test for overall effect: Z= 1.04 (P = 0.30)
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Fig 8 Forest plot of Meta-analysis of the incidence of

Favours [Aprepitant] Favours [Control)

diarrhea in 2 groups

Aprepitant Control 0dds Ratio

Study or Subgroup _ Events Total Events Total Weight M-H,Fixed, 95%Cl Year M.H, Fixed, 95% Cl
Poli-B2003 39 282 43 285 143%  0.90(0.57,1.44] 2003 -
Chawla2003 12 214 11 212 41%  1.09[0.47,2.52] 2003 -t
Schmoll2006 34 243 36 241 121%  0.93[0.56,1.54] 2006 e

Yeo W.2009 10 62 13 62 42%  0.72(0.29,1.80] 2009 1
Takahash2010 72 150 81 151 163%  080[0.51,1.25 2010 -
Bernardo L.2010 35 430 37 418 134%  0.91(0.56,1.48) 2010 -
Tanioka2013 2 46 25 46 53% 0.71(0.31,1.60 2013 T
HuZ2014 27 204 24 208 80% 1.17[0.652.10] 2014 T
Kang H.2015 10 152 12 150 44%  081[0.34,1.94] 2015 T
Bakhshi2015 27 50 26 43 50% 077[0.34,1.75 2015 -1
KimJ.2017 14 242 15 248 54%  0.95(0.45,2.02) 2017 -1
ZX#H2017 22 7% 28 81 74% 0.79(0.40,1.54] 2017 -1

Total (95% CI) 2150 2145 100.0%  0.88[0.74,1.06) L

Total events 323 351

Heterogeneity. Chi*= 2.14, df= 11 (P = 1.00); F= 0% 001 100

Test for overall effect: Z=1.36 (P = 0.18)
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Aprepitant Control 0Odds Ratio 0dds Ratio

tudy or Subgroup ven ota Weiq H, Fixed, 95% C1 Yea W-H, Fixe
Chawla2003 3 214 6 212 142%  0.49(0.12,1.98] 2003 —
Poli-Bigelli2003 5 280 6 282 141%  0.84[0.25,2.77] 2003 .
Schmoll2006 3 243 4 241 95% 074(0.16,3.34] 2006 -
YeoW.2009 22 62 33 62 51.0% 048(0.24,0.99) 2009 —
Kang HJ.2015 10 152 5 150 11.3%  204[0.68,6.12] 2015 T
Total (95% CI) 951 947 100.0%  0.73[0.46,1.17) <
Total events 43 54
Heterogeneity. Chi*= 5.00, df = 4 (P = 0.29); F= 20% 001 100
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Fig 10 Forest plot of Meta-analysis of the incidence of
neutropenia in 2 groups
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Aprepitant Control 0Odds Ratio
Study or Subaroup _ Events Total Events Total Weight M.H,Fixed, 95% Cl_Year MH, Fixed, 95% CI
Chawla2003 12 214 22 212 143%  051(0.25,1.07) 2003 —]
Hesketh2003 42 260 45 260 258%  0.92(0.58,1.46) 2003 b
Poli-82003 205 282 206 285 383%  1.02(0.71,1.48] 2003 -
Wit D2003 15 82 26 60 137%  0.42(0.19,0.90] 2003 ]
Takahash2010 4 150 9 151 60% 043(0.13,1.44) 2010 T
HuZ2014 1 204 3 208 20% 0.34[0.03,326] 2014 -1
Total (95% CI) 1172 1176 100.0%  0.79[0.62,1.01) &
Total events 279 3N
Heterogeneity: Chi*=7.75, df = § (P = 0.17); F= 35% o1 700
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Testfor overall effect Z= 1.89 (P = 0.06) Favours [Aprepitant] Favours [Control)

E1l PABETENRBHLZERN Meta HHTFRIE
Fig 11 Forest plot of Meta-analysis of the incidence of
severe ADR in 2 groups
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Aprepitant Control 0dds Ratio 0dds Ratio

Study or Subgroup _Events Total Events Total Weight M.H, Fixed, 95%Cl Year MH, Fixed, 95% CI
Poli-82003 41 282 56 285 181%  0.70(0.45,1.08] 2003

Wit D2003 25 62 3¢ 60 78% 052(0.25,1.06) 2003

Hesketh2003 29 260 38 260 128%  0.73(0.44,1.23) 2003

Chawla2003 26 214 27 212 90% 0.85(0.53,1.68) 2003

Warr DG2005 84 438 94 428 292%  0.84(0.61,1.17) 2005

Takahash2010 30 150 35 151 106%  0.83(0.48,1.44] 2010

HuZz2014 24 204 28 208 93%  0.86(0.48,1.54] 2014

Kim J.2017 9 242 9 248 32%  1.03(0.40,2.63) 2017

Total (95% CI) 1852 1852 100.0%  0.79(0.66, 0.95)

Total events 268 32
Heterogeneity: Chi*= 2.67, df= 7 (P = 0.91); F= 0%
Testfor overall effect Z= 2.52 (P = 0.01)
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Aprepitant Contro! 0dds Ratio Odd Ra
Events Total Events Total Weight M.H,Fixed, 95% Cl Year MH,

ke
.8

Study or Subgroup.
Poli-B2003 211 282 181 285 130%  1.71[1.19,2.45] 2003
Hesketh2003 192 260 167 260 126%  1.57(1.08,2.29] 2003
Martin A2003 106 126 79 119 37%  2.68(1.46,4.94] 2003
Warr DG2005 278 438 238 428 253%  1.39(1.06,1.82] 2005
Molassio 2013 377 507 324 507 238%  1.64(1.25,214] 2013
Sohmitt2014 134 181 107 181 80%  1.97(1.26,3.08] 2014
HuZ2014 144 204 142 208 11.8%  1.12[0.73,1.70] 2014 -
F2R2017 24 53 10 49 16%  323(1.34,7.78 2017

CI

‘W|H

Total (95% CI) 2051 2037 100.0%  1.60[1.41,1.83) ¢
Total events 1466 1248
Heterogeneity. Chi*=10.10, df=7 (P=0.18); F=31%
Test for overall effect: Z= 7.01 (P < 0.00001)
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Fig 13 Forest plot of Meta-analysis of the proportion
of patients with FLIE score=108 in 2 groups

Aprepitant Standard Mean Difference Mean Difference
_Studyor Subaroup _ Mean _ SD Total Mean SO Total Weight  IV.Fixed 95%Cl Year  W.Fixed95%CI
Schmitt2014 11418 181 106 26 181 304%  8.00(3.39,1261) 2014 -

FB2016 11167 1702 54 10489 1732 54 154%  678(0.30,1326) 2016
3HAk2016 11028 756 32 9634 768 32 462% 13.94[10.21,1767) 2016 -
F2R07 10063 2284 53 9162 2321 49 81%  9.01(0.06,17.96 2017 —

316 100.0% 10.64 [8.10,13.18]) )

400 50 50 100
Favours [Aprepitant) Favours [Standard]

Total (95% C1) 320
Heterogeneity: Chi’= .75, df= 3 (P= 0.12); F= 46%
Testfor overalleffect Z= 8.21 (P < 0.00001)
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