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SurgicalCytoreduction

Dose-dense
: Remove all macroscopic disease
Platinumbasedchemotherapy
. Eradicate macroscopic and P chemo

microscopic disease

GOG 262
ICON 8B

Conventional
Chemotherapy

SOLo1
SOL0o2
SOLO3

PARPi

Bevacizumab

G0G 218
ICON-7
AURELIA
OCEANS

Pazopanib
TRINOVA

TKI



Rationale for HIPEC
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2. Catheter replacement

Intraperitoneal Chemotherapy
Enhances drug delivery at the peritoneal surface
Eliminating residual microscopic peritoneal

disease

Hyperthermia

Increases the penetration of chemotherapy
Increases the sensitivity to chemotherapy
Direct cytotoxic effect by promoting the

denaturation of protein



Neoadjuvant setting

The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE ‘

Hyperthermic Intraperitoneal Chemotherapy
in Ovarian Cancer

W.J. van Driel, S.N. Koole, K. Sikorska, J.H. Schagen van Leeuwen,
H.W.R. Schreuder, R.H.M. Hermans, |.H.J.T. de Hingh, J. van der Velden,
H.J. Arts, L.F.A.G. Massuger, A.G.J. Aalbers, V.J. Verwaal, .M. Kieffer,
K.K. Van de Vijver, H. van Tinteren, N.K. Aaronson, and G.S. Sonke
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CRS s HIPEC
N=123

CRS c HIPEC
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V Cisplatin 100mg/m?, N/S

A Recurrence-free Survival
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B Overall Survival
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Survival benefits of HIPEC followed by interval cytoreductive surgery (ICS) in
stage Ill ovarian cancer patients.
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Neoadjuvant setting

JAMA Surgery | Original Investigation

Survival After Hyperthermic Intraperitoneal Chemotherapy

and Primary or Interval Cytoreductive Surgery in Ovarian Cancer
A Randomized Clinical Trial

Myong Cheol Lim, MD, PhD; Suk-Joon Chang, MD, PhD; Boram Park, PhD; Heon Jong Yoo, MD, PhD; Chong Woo Yoo, MD, PhD;
Byung Ho Nam, PhD; Sang-Yoon Park, MD, PhD; for the HIPEC for Ovarian Cancer Collaborators

F] Progression-free survival in patients undergoing interval cytoreductive

surgery after neoadjuvant chemotherapy

V Subgroup analysis: ICS after NAC group i 080 55%) 037030
ICS without HIPEC (N = 43) «
VS § o L
ICS with HIPEC (N = 34)

V Cisplatin 75mg/m?, N/S Follow-up, y

No. at risk
Control group 43 28 5 2 1 0 0 0 0 0 0
HIPEC group 34 30 9 7 6 2 2 1 1 1 0

underwent neoadjuvant chemotherapy

__D] Overall survival in patients undergoing interval cytoreductive surgery
after neoadjuvant chemotherapy

100+
ﬁ] Hazard ratio, 0.53 (95% Cl, 0.29-0.96)
P=.04 by log-rank test
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No. at risk
Control group 43 42 38 31 20 7 1 1 0r B O
HIPEC group 34 34 31 29 22 8 6 3 2 1 0

Survival benefits of HIPEC with ICS in subgroup analysis of patients who



Primary ovarian cancer (Primary setting)

JAMA Surgery | Original Investigation

Survival After Hyperthermic Intraperitoneal Chemotherapy
and Primary or Interval Cytoreductive Surgery in Ovarian Cancer

A Randomized Clinical Trial

Myong Cheol Lim, MD, PhD; Suk-Joon Chang, MD, PhD; Boram Park, PhD; Heon Jong Yoo, MD, PhD; Chong Woo Yoo, MD, PhD;
Byung Ho Nam, PhD; Sang-Yoon Park, MD, PhD; for the HIPEC for Ovarian Cancer Collaborators

V  Subgroup analysis : PCS
PCS without HIPEC (N = 49)
VS
PCS with HIPEC (N = 58)
V Cisplatin 75mg/m?, N/S

Survival, %

‘1] Progression-free survival in patients undergoing primary
cytoreductive surgery
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Hazard ratio, 1.16 (95%Cl, 0.74-1.83)
P=.51 by log-rank test

Overall survival in patients undergoing primary cytoreductive surgery

100+
Hazard ratio, 1.38 (95% Cl, 0.75-2.54)
P=.29 by log-rank test
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0 1 2 3 4 5 6 7 8 9 10
Follow-up, y
No. at risk
Control group 49 47 43 37 31 21 17 11 6 1 0
HIPEC group 58 56 51 46 38 23 14 10 4 2 0

No survival benefits of PCS with HIPEC in stage Ill or IV ovarian cancer patients.



Primary ovarian cancer (Primary setting)

JAMA
Network
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Original Investigation | Oncology
Evaluation of Cytoreductive Surgery With or Without Hyperthermic
Intraperitoneal Chemotherapy for Stage Il Epithelial Ovarian Cancer

Ziying Lei, MD; Yue Wang, MD: Jiahong Wang, MD; Ke Wang, MD; Jun Tian, MD: Ying Zhao, MD; Lipai Chen, MD; Jin Wang, MD; Jiali Luo, PhD; Manman Jia, MD;

Hongsheng Tang, MD; Qingjun He, MD; Quanxing Liao, MD; Xiansheng Yang, MD; Tianpei Guan, MD; Li Wang, MD; Shuzhong Cui, MD, PhD;
for the Chinese Peritoneal Oncology Study Group (Gynecologic Oncology Study Group)

Median OS(months) : 49.8 vs 34.0
Median OS(months) in complete resection:
53.9vs 42.3

. . E All patients Patients who underwent complete primary cytoreductive surgery
V Multicenter, retrospective study R Unweighted 100,
Weighted
—_ s 80 o 80
(N=584)
3 601 5 60
. o =]
PCS without HIPEC (N = 159) s :
T 401 T 404
z 2 Non-HIPEC
VS @ 20- A 201
Unweighted, P<.001 Non-HIPEC Unweighted, P=.01
. _ 0 ITPW-adjusted log rank, P<.001 o ITPW-adjusted log rank, P=.02
PCS Wlth HIPEC (N - 425) 0 1I2 2'4 3'6 4I8 6|0 0 1I2 2'4 3'6 4I8 6‘0
Time, mo Time, mo
. H No. at risk No. at risk
V CISpIatln 50mg/ m2, N/S Non-HIPEC 159 130 98 52 17 5 NowHIPEC 109 98 76 37 11 3
HIPEC 425 383 312 169 72 25 HIPEC 312 295 247 130 52 16

‘ Survival benefits of PCS with HIPEC in stage Il ovarian cancer patients.



Recurrent setting

Cytoreductive Surgery and HIPEC in Recurrent Epithelial Annals of
Ovarian Cancer: A Prospective Randomized Phase III Study SSRGSALONCOIOCY

OFFICIAL JOURNAL OF THE SOCIETY OF SURGICAL ONCOLOGY

Survival Functions

Recurrent (second line chemotherapy) . it
CRS without HIPEC (N = 60) + o e
vs Median OS(months) :
CRS with HIPEC (N = 60) £ 26.7 vs 13.4
V Platinum-sensitive: E 0.4 P =0.006

Cisplatin 100 mg/m? *paclitaxel 175 mg/m?

V Platinum-resistant

doxorubicin 35 mg/m?* mitomycin 15 mg/m? 00-

T T T T
] 20 4 i) &0
MONTHS AT SURVIVAL

‘ CRS and HIPEC offer a significant survival benefit to patients with recurrent EOC

Spiliotis et al. ASO, 2015




Recurrent setting

Secondary Cytoreduction and Carboplatin
Hyperthermic Intraperitoneal Chemotherapy for
Platinum-Sensitive Recurrent Ovarian Cancer: An
MSK Team Ovary Phase Il Study

Platinum-Sensitive Recurrent
secondary CRS without HIPEC (N = 49)
VS
secondary CRS with HIPEC (N = 49)
V Carboplatin (800 mg/m?)

‘ HIPEC with carboplatin was well tolerated but did not result in superior clinical outcomes

Zivanovic et al. JCO, 2021



