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Adverse Reaction of HIPEC Combined with Intravenous Chemotherapy on Ovarian
Cancer Patients
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Abstract: Objective To evaluate adverse reactions of the hyperthermic intraperitoneal chemotherapy
(HIPEC) combined with intravenous chemotherapy in the treatment of ovarian cancer(OC) after the
cytoreductive surgery (CRS), and to analyse the effect of adverse reactions on the survival time of patients.
Methods We selected 163 patients with ovarian cancer. All patients got CRS for OC, and then were divided
into two groups according to the different treatment modes: observation group (n=47, HIPEC in combination
of intravenous chemotherapy) and control group (n=116, intravenous chemotherapy). The adverse reactions
of the two groups were observed. All patients were followed up after operation. Results The incidence of
hypoproteinemia in the observation group was higher than that in the control group, while the incidence of
leukopenia, thrombocytopenia, abdominal distention and abdominal pain were lower than those in the control
group (P<0.05), and the other adverse reactions were not statistically different. The incidence of D-Dimer
increase, hypocalcemia, hyperglycemia as well as nausea and vomiting in patients with >2 cycles of HIPEC
were increased (P<0.05). There was no significant difference in overall survival rate between the two groups.
The survival of patients without anemia or mild anemia in the observation group was better than that of
patients with severe anemia (P<0.05). The occurrence of other adverse reactions had no significant effect on
the overall survival rate of the patients. Conclusion HIPEC combined with intravenous chemotherapy after
CRS would not increase adverse reactions, especially severe adverse reactions in OC patients, but there is a
high incidence of hypoproteinemia.
Key words: Ovarian cancer; Hyperthermic intraperitoneal chemotherapy; Intravenous chemotherapy; Adverse
reaction
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Table 1 Major clinicopathological characteristics of two

groups (n(%))

Ttems Observation Control P
group(n=47)  group(n=116)
Age(years) 48.4049.63 51.06£11.19  0.156
Pathologic type
Serous 23(48.94) 58(50.00) 0.972
Mucinous 8(17.02) 18(15.52)
Others 16(34.04) 40(34.48)
FIGO stage
[-1 7(14.90) 23(19.83) 0.616
IM-IV and Recurrent  20(42.55) 51(43.96)
Unknown 20(42.55) 42(36.21)
Ascites
Yes 21(44.68) 54(46.55) 0.828
No 26(55.32) 62(53.45)
Preoperative CA125
>35U/ml 34(72.34) 79(68.10) 0.595
<35 U/ml 13(27.66) 37(31.90)
Residual disease
0 37(78.72) 93(80.17) 0.416
<lcm 8(17.02) 13(11.21)
>lcm 2(4.26) 10(8.62)
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Table 2 Comparison of incidence of adverse reactions
between two groups (1(%))

Grade of adverse Observation  Control >

reactions Group(rn=47) Group(n=116) £ o
Anemia

1-2 33(70.21)  81(69.82)

3-4 9(19.15)  22(18.97) 0.000 0.093
Total 42(89.36) 103(88.79) 0.011 0.916
Leukopenia

1-2 14(29.79)  53(45.69)

3-4 4(8.51) 14(12.07) 0.015 0.903
Total 18(38.30) 67(57.76) 5.076 0.024
Thrombocytopenia

1-2 5(10.64)  35(30.17)

3-4 0(0) 0(0)

Total 5(10.64)  35(30.17) 6.892 0.009
Prothrombin time
prolonged

1-2 21(44.68)  49(42.24)

3-4 0(0) 0(0)

Total 21(44.68)  49(42.24) 0.081 0.776
D-Dimer increased

1-2 31(65.96)  65(56.03)

3-4 0(0) 0(0)

Total 31(65.96)  65(56.03) 1.360 0.243
ALT or AST increased

1-2 15(31.91)  29(25.00)

3-4 0(0) 0(0)

Total 15(31.91)  29(25.00) 0.812 0.368
Creatinine increased

1-2 3(6.38) 17(14.66)

3-4 0(0) 0(0)

Total 3(6.38) 17(14.66) 2.126 0.145
Hypoproteinemia

- 40(85.11)  67(57.76)

3-4 3(6.38) 11(9.48) 1.376 0.241
Total 43(91.49)  78(67.24) 10.282 0.001
Hyperglycemia

1-2 34(72.34)  82(70.69)

3-4 0(0) 0(0)

Total 34(72.34)  82(70.69) 0.044 0.833
Hyperlipemia

1-2 3(6.38) 11(9.48)

3-4 0(0) 0(0)

Total 3(6.38) 11(9.48) 0.409 0.759
Hypokalemia

1-2 12(25.53)  34(29.31)

3-4 4(8.51) 9(7.76)  0.112 0.737
Total 16(34.04) 43(37.07) 0.133 0.716
Hypocalcemia

1-2 28(59.57)  65(56.03)

3-4 11(23.40)  27(23.28) 0.017 0.895
Total 39(82.98)  92(79.31) 0.285 0.593
Hypomagnesemia

- 24(51.06)  61(52.59)

3-4 0(0) 0(0)

Total 24(51.06)  61(52.59) 0.031 0.860
Nausea and vomiting

1-2 16(34.04)  59(50.86)

3-4 0(0) 0(0)

Total 16(34.04) 59(50.86) 3.809 0.051
Abdominal distention

1-2 7(14.89)  37(31.90)

3-4 0(0) 0(0)

Total 7(14.89)  37(31.90) 4.907 0.027
Abdominal pain

1-2 2(4.26) 18(15.51)

3-4 0(0) 0(0)

Total 2(4.26) 18(15.51) 3.951 0.047
Thromboembolic

1-2 1(2.13) 0(0)

3-4 0(0) 0(0)

Total 1(2.13) 0(0) 2.483 0.288
Intestinal obstruction

1-2 1(2.13) 0(0)

3-4 0(0) 0(0)

Total 1(2.13) 0(0)  2.483 0.288
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Table 3 Comparison of adverse reactions in observation
group with different cycles of HIPEC (n(%))

HIPEC cycles (times) )

g <2 (1=22) >2(n=25) r
Anemia 20(90.91) 22(88.00) 0.104 1.000
Leukopenia 10(45.45)  8(32.00) 0.896 0.344
Thrombocytopenia 1(4.55) 4(16.00) 1.615 0.352
Prothrombin time 9(40.91) 13(52.00) 0.578 0.447
prolonged

D-Dimer increased 11(50.00) 20(80.00) 4.691 0.030
ALT or AST increased  6(27.27)  9(36.00) 0.410 0.522
Creatinine increased 3(13.64)  0(0) 3.642 0.095
Hypoproteinemia 19(86.36) 24(96.00) 1.396 0.328
Hyperlipemia 1(4.55) 2(8.00) 0.234 1.000
Hypokalemia 6(27.27) 10(40.00) 0.844 0.358
Hypocalcemia 15(68.18) 24(96.00) 6.412 0.018
Hypomagnesemia 10(45.45) 14(56.00) 0.521 0.471
Hyperglycemia 11(50.00) 23(92.00) 10.317 0.001
Thromboembolic 0(0) 1(4.00) 0.899 1.000

Abdominal distention 2(9.09)
Abdominal pain 1(4.55) 1(4.00) 0.009 1.000
Intestinal obstruction 0(0) 1(4.00) 0.899 1.000
Nausea and vomiting 3(13.64) 13(52.00) 7.670 0.006

5(20.00) 1.099 0.423
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