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[ Abstract] Background and purpose: Cancer-related nausea, vomiting and fatigue can cause severe damage
to body functions and develop multiple complications in patients with advanced cancer, which can seriously affect
the quality of life and even lead to death. This study aimed to evaluate the efficacy of metoclopramide combined with

haloperidol in treating advanced cancer-related nausea and vomiting (CRNV) and determine whether it affected fatigue.
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Methods: A total of 536 advanced cancer patients with nausea and vomiting were included and randomly assigned to the
ondansetron group (n=133), the metoclopramide group (n=135), the haloperidol group (#n=132) and the metoclopramide
plus haloperidol group (n=136). Outcome parameters were measured at 48 h, 2 weeks and 4 weeks after receiving
antiemetic using the Index of Nausea, Vomiting, and Retching (INVR), and the Multidimensional Fatigue Symptom
Inventory-Short Form (MFSI-SF). Results: The efficacy rates of metoclopramide plus haloperidol groups were 53.7%,
86.8% and 94.9%, respectively. The INVR of using ondansetron 48 h was significantly lower than that of single and
combined metoclopramide plus haloperidol regimens. However, 2 and 4 weeks after receiving metoclopramide plus
haloperidol regimens, the INVR and MFSI-SF scores of metoclopramide plus haloperidol regimens significantly
declined compared with the control and single antiemetic (P<0.05). Conclusion: Metoclopramide plus haloperidol
can prevent and treat advanced cancer-related nausea and vomiting with significant clinical efficacy, and is helpful in
alleviating fatigue. It is well worth spreading for clinical use.
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Fig. 1 Participant flow diagram of the study

Test Control
group group
l Y l Y
Metoclopramide Haloperidol Metoclopramide Ondansetron
group n=135 group n=132 plus haloperidol group =133
group n=136
Lost 13 Lost 16 Lost 10 Lost 18
Follow-up Death 4 Death 6 Death 3 Death 7
n=118 =110 =123 =108
Analysis ITT n=135 ITT n=132 ITT n=136 ITT n=133
PP n=118 PP n=110 PP n=123 PP n=108
B 1 BERENSERBERRREER

ITT: Intention to treat; PP: Per protocol
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Tab.1 The characteristics of four operation groups
[n(%0)]

Characteristics Total N O“C;‘;fgm“ Metogr‘(’)fl’lr;mide Halg"rf(’)ir}id"l Mg;f(fé‘;ggg?g;ﬁ;“s
Gender

Male 300 73(54.9) 75(55.6) 74(56.1) 78(57.4)

Female 236 60(45.1) 60(44.4) 58(43.9) 58(42.6)
Age/year

<60 186 45(33.8) 49(36.3) 43(32.6) 49(36.0)

=60 350 88(66.2) 86(63.7) 89(67.4) 87(64.0)
Tumor type

Esophageal carcinoma 60 14(10.5) 15(11.1) 15(11.4) 16(11.8)

Lung cancer 55 15(11.3) 13(9.6) 14(10.6) 13(9.6)

Gastric cancer 95 25(18.8) 24(17.8) 24(18.2) 22(16.2)

Cervical cancer 45 12(9.0) 12(8.9) 11(8.3) 10(7.4)

Liver cancer 85 21(15.8) 21(15.6) 23(17.4) 20(14.7)

Breast cancer 30 7(5.3) 8(5.9) 7(5.3) 8(5.9)

Colon cancer 70 16(12.0) 17(12.6) 18(13.6) 19(14.0)

Endometrial carcinoma 25 9(6.6) 7(5.2) 5(3.8) 7(5.1)

Bladder cancer 30 8(6.0) 7(5.2) 6(4.5) 9(6.6)

Lymphoma 20 4(3.0) 6(4.4) 4(3.0) 6(4.4)

Other 21 5(3.8) 5(3.7) 5(3.8) 6(4.4)
ECOG evaluation

1 150 36(27.1) 37(27.4) 40(30.3) 37(27.2)

2 386 97(72.9) 98(72.6) 92(69.7) 99(72.8)
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Tab.2 Evaluation of antiemetic efficiency in patients taking antiemetics at 48 h, 2 weeks and 4 weeks after discharge

[1(%)]
Item 48 h Two weeks Four weeks
Ondansetron group 88(66.2) 95(71.4) 101(75.9)
Metoclopramide group 61(45.2) 82(60.7) 108(80.0)
Haloperidol group 50(37.9) 72(54.5) 85(64.4)
Metoclopramide plus haloperidol group 73(53.7) 118(86.8)"" 129(94.9)*4

": P < 0.05, compared with ondansetron group; *: P < 0.05, compared with metoclopramide group; “: P < 0.05 , compared with haloperidol group

*® 3 BETRREREHINVRIES
Tab.3 The INVR score in 4 groups at different time

(xs)
Item 48 h Two weeks Four weeks
Ondansetron group 17.87+2.42" 14.87+1.54 12.17+1.64
Metoclopramide group 19.53+2.15 8.54£1.26" 6.04+£1.28"
Haloperidol group 20.34+2.08 9.29+1.48" 7.24+1.34"
Metoclopramide plus haloperidol group 19.16+2.54 6.06£1.23" 3.78+0.97"4
": P < 0.05, compared with ondansetron group; * : P < 0.05, compared with metoclopramide group; “: P < 0.05, compared with haloperidol group
*4 AEBEERALEMAREREHRARRKE
Tab.4 The adverse events of patients in 4 groups taking antiemetics at different time
Ondansetron Metoclopramide Haloperidol Metoclopramide plus
Toxicities group group group haloperidol group
Two weeks ~ Four weeks ~ Two weeks ~ Four weeks ~ Two weeks Four weeks Two weeks Four weeks
Dizziness 30 (22.6) 35(26.3) 15(11.1)7  20(14.8)° 11(83)7 15(11.4)" 18(13.2)" 20 (14.7)"
Headache 48 (36.1) 72 (54.1) 10(7.4)" 16 (11.9) " 10(7.6) 18(11.8) " 13(9.5)" 24 (17.6)"
Diarrhea 40 (30.1) 55 (41.4) 9(6.7)" 17 (12.6)" 10(7.6) 20(15.2)" 12(8.8)" 25(18.4)"
Bloating 35(26.3) 45 (33.8) 18(13.3)7  25(185)°  20(152)° 30 (22.7)° 24(17.6)" 27(19.9)°
Constipation 50 (37.6) 70 (52.6) 1511.1)7  20(14.8)° 30(22.7)° 40 (30.3)" 25(18.4)" 31(23.0)°
": P <0.05, compared with ondansetron group
*5 HHEBELEMEMFSI-SFiES
Tab.5 The MFSI-SF score of patients in 4 groups at different time
(¥s)
Item 48 h Two weeks Four weeks
Ondansetron group 22.38+3.78" 21.78+3.18 20.37£3.06
Metoclopramide group 24.1443.68 20.16+3.27 19.14+2.87
Haloperidol group 24.87+3.14 20.37+2.94" 19.08+2.717
Metoclopramide plus haloperidol group 23.4943.07 17.2442.55™% 15.74+2.57%4

": P <0.05, compared with ondansetron group; *: P < 0.05, compared with metoclopramide group; “: P < 0.05, compared with haloperidol group
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