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Tab.1 The randomized results of 16 patients enrolled

Stratified factors HIPEC Control group

Previous operation
Yes 2 3
No 6 5
Local lymph node

0-5 3 1
6-8 5 7
32 HAE
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nterim
analysis

Half of recruiment 122 cases

0.002

Recruiment: 3 years

Mean RFS T vs C:27 vs 18 months
HR=0.67

Power=0.8

Recruiment: 3 years

Follow-up: 2 years

Samples:245 cases

Events:192 cases

RFS Alpha

0.048
inal
analysis
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Tab.1 Sample calculation
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Tab.2 Demographic and baseline disease characteristics and surgery information

Variable (S]l\}i%e;r%') Surger(}]/v ElluzszI;HPEC
Baseline characteristics
Median age (IQR)/year 63 (56-66) 61 (55-66)
Tumor histologic type [7(%)]
High-grade serous 107 (87) 112 (92)
High-grade endometrioid 1(D) 1(1)
Caricinosarcoma 4(3) (D)
Mucinous 2(2) 1(1)
Clear-cell carcinoma 5(4) 0
Low-grade serous 2(2) 4(3)
Low-grade endometrioid 0 2(2)
Metastasis of gastrointestinal tumor 1(1) 0
Unknown 1(1) (1)
Previous surgery [7(%)]
Yes 12 (10) 12 (10)
No 111 (90) 110 (90)
Number of regions affected at start of interval
cytoreductive surgery [ (%) ]
0-5 83 (67) 83 (68)
6-8 40 (33) 39 (32)
Treatment characteristics
Residual disease after surgery [n(%) ]
R1, no visible tumor, complete cytoreduction 82 (67) 84 (69)
R2a, tumor nodules <2.5 mm 24 (20) 22 (18)
R2b, tumor nodules >2.5 mm, and <10 mm 14 (11) 13 (11)
Tumor nodules >10.0 mm, incomplete cytoreduction 1(D) 0
No resections 1(1) 2(2)
No surgery performed 1(1) 1(1)
Bowel resection [ 1(%) ]
No bowel resection performed 93 (76) 93 (76)
Bowel resection with ileostomy or colostomy 13 (11) 21 (17)
Bowel resection without ileostomy or colostomy 17 (14) 8(7)
Median duration of surgery (IQR) #/min 192 (153-231) 338 (299-426)
Median duration of hospitalization (IQR) #d 8 (7-10) 10 (8-12)
M e beveen ey nd st of s eyl s0s41) 53 0841
Number of completed cycles of adjuvant
chemotherapy after surgery [ n(%)]
0 7(6) 54
1 2(2) 0
2 3(2) 2(2)
3 111 (90) 115 (94)
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‘E, 0.6+ g 0.6 Surgety plus HIPEC
g 0.5 & 054
8 04 £ 04
Gt £
> 03 £ 03
;.:E = Surgery
_‘é’ 0.24 Surgery plus HIPEC 02
& 0.1 0.1
" Stratified }I’=0»003 by l:)g-ran.k test . . S% 00 Stratified II’=0.002 by l:)g»ran.k test ' . r
0 1 2 3 4 5 0 1 2 3 4 5
t/year t/year
No. at risk No. at risk
Surgery 123 48 18 7 5 2 Surgery 123 103 70 44 27 12
Surgery plus 122 67 31 15 7 5 Surgery plus 122 108 79 56 37 10
HIPEC HIPEC
B 2 RFS#hz B 3 OSHiZk
Fig.2 Relapse-free survival curves Fig. 2 Overall survival curves
Subgroup Surgery Surgery plus HIPEC Hazard ratio (99%CI)
Agelyear
=65 43/45 34/43 F—-e—7
<65 67/78 65/79 ——
Histologic type
High-grade serous 96/107 91/112 ——
Other 14/15 79 I 4 {
Previous surgery
No 100/111 90/110 —O—
Yes 10/12 9/12 I * {
No. of involved regions
0-5 73/83 62/83 ——
6-8 37/40 37/39 e
Laparoscopy before surgery
No 95/105 86/103 ——
Yes 15/18 13/19 I + {
I B 1
0.1 1.0 10.0
Surgery plus HIPEC Surgery
Better Better

3 WASRE
Fig. 3 Prespecified subgroup analysis of recurrence-free survival

Histologic data were missing (no tumor sample was available for review) for one patient in each group. Histologic type was determined on the basis of
centrally reviewed pathological assessment. Previous surgery and the number of involved regions in the abdominal cavity were used as stratification
factors at randomization. All the patients had received neoadjuvant chemotherapy. The size of each diamond is proportional to the amount of data
available
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Tab.3 Adverse events from randomization to 6 weeks after completion of last cycle of chemotherapy
[n(%)]

Surgery (N=122) Surgery plus HIPEC (N=118)

Adverse events
Any grade Grade 3 or 4 Any grade Grade 3 or 4
Infection 14 (11.5) 3(2.5) 21(17.8) 7(5.9)
Abdominal pain 70 (57.4) 7(5.7) 71 (60.2) 6(5.1)
Ileus 4(3.3) 2(1.6) 9(7.6) 5(4.2)
Pain 28 (23.0) 2(1.6) 39(33.1) 4(3.4)
Thromboembolic event 2 (1.6) 2 (1.6) 7(5.9) 4(3.4)
Pulmonary event 8 (6.6) 1(0.8) 11 (9.3) 3(2.5)
Dyspnea 13 (10.7) 0(0) 8(6.8) 3(2.5)
Electrolyte disturbance 6(4.9) 1(0.8) 7(5.9) 3(2.5)
Gastrointestinal anastomotic leak 3(2.5) 2 (1.6) 3(2.5) 3(2.5)
Nausea 70 (57.4) 3(2.5) 74 (62.7) 2(1.7)
Fatigue 37(30.3) 0(0) 44 (37.3) 2(1.7)
Cardiac, not otherwise specified 6(4.9) 2(1.6) 8(6.8) 2(1.7)
Neuropathy 33(27.0) 1(0.8) 37 (31.4) 1(0.8)
Vomiting 47 (38.5) 1(0.8) 32(27.1) 1(0.8)
Anemia 7(5.7) 6(4.9) 54.2) 1(0.8)
Pneumonia 1(0.8) 1(0.8) 2 (1.7) 1(0.8)
Postoperative hemorrhage 4(3.3) 1(0.8) 2 (1.7) 1(0.8)
Hypotension 11 (9.0) 1(0.8) 1(0.8) 1(0.8)
Sepsis 2 (1.6) 2 (1.6) 1(0.8) 1(0.8)
Constipation 32(26.2) 1(0.8) 23 (19.5) 0(0)
Alopecia 19 (15.6) 0(0) 22 (18.6) 0(0)
Diarrhea 11 (9.0) 0(0) 16 (13.6) 0(0)
Fever 10 (8.2) 0(0) 14 (11.9) 0(0)
Dizziness 15 (12.3) 0(0) 9(7.6) 0(0)
Gastroparesis 2 (1.6) 2 (1.6) 1(0.8) 0(0)
Intestinal perforation 2 (1.6) 2 (1.6) 0(0) 0(0)
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