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What is Ovarian Cancer?

* The most common type of Ovarian Cancer that starts from epithelial

cells —gland forming cells
e Adenocarcinoma *

* Other common adenocarcinomas are found in the breast, colon, lung, prostate, uterus,
sometimes cervix

e Other types of Ovarian Cancer start in the:
* “eggs”(germ cell tumors)
* body of the Ovary (stromal tumors)
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Who develops Ovarian Adenocarcinoma?

* 15% Genetic Susceptibility known genetic susceptibility
« BRCA1/2, HNPCC
* Lifetime risk up to 50% of developing Ovarian Cancer

*85% spontaneous somatic mutation
* Lifetime risk < 2% of developing Ovarian Cancer
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How do we treat Ovarian Cancer?

* Current Approach -- Surgery and Chemotherapy

* Primary Tumor Reductive Surgery (PDS)
* Surgery - Chemotherapy

* Neoadjuvant Chemotherapy (NACT)
* Chemotherapy > Surgery - Chemotherapy

* Goal of Surgery >remove all visible disease
* Goal of Chemotherapy —2>kill all cancer cells
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* The objectives of surgery in early stages are standardized and easy to
meet

* In the recent years, survival of advanced ovarian cancer has
substantially improved —

* median overall survival 47 months
e combination of chemotherapy and COMPLETE surgery
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BACK TO BASICS

1- Why DEBULKING Surgery?
2- What is DEDULKING Surgery
3- Lymphadenectomy?

4- HIPEC?
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1. Complete surgery is a mainstay of therapy

Every 10% increase of « optimal » surgery increases DFS by 2 months
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1. Complete surgery is a mainstay of therapy

Intemational Journal of Gynecological Cancer = Volume 22, Number 8, October 2012
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2.The issue of operative complications : the 2010 French survey

Patients

82% had neoadjuvant chemotherapy

Complete cytoreduction : 82%
Average duration of surgery : 270 minutes

Procedures :

* péritonectomy 81%

* bowel resection 68% including
55% sigmoidectomy
28% major upper abdominal surgery (splenectomy,pancreatectomy, full thickness

diaphragm resection, glissonectomy)

eill Cornell



2.The issue of operative complications : the 2010 French survey

Results

Transitory colostomy 12%

Blood loss over 1000 ml 25% (94-3000)

Average ICU stay 4 days
Average hospital stay 10 days - 14% were still admitted at 30 days

45% had no complication
40% had grade 1 or 2 complications.
15% had grade 3 or more complications, including 2 deaths (1,6%).

10 reoperations (4 for bleeding, 6 for bowel complication)
1 urinary fistula
4 pulmonary embolisms
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3. What is complete resection?

Stadification coelioscopique premiére
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3. What is complete resection?

























4. Lymphadenectomy?

ORIGINAL ARTICLE

A Randomized Trial of Lymphadenectomy
in Patients with Advanced Ovarian Neoplasms

P. Harter, J. Sehouli, D. Lorusso, A. Reuss, I. Vergote, C. Marth, J.-W. Kim,
F. Raspagliesi, B. Lampe, G. Aletti, W. Meier, D. Cibula, A. Mustea, S. Mahner,
|.B. Runnebaum, B. Schmalfeldt, A. Burges, R. Kimmig, G. Scambia, S. Greggi,

F. Hilpert, A. Hasenburg, P. Hillemanns, G. Giorda, I. von Leffern,
C. Schade-Brittinger, U. Wagner, and A. du Bois




12895 Patients were registered
and assessed for eligibility

1245 Were excluded
27 Withdrew consent before surgery
471 Had tumors that were not feasibly resectable
203 Had bulky lymph nodes
544 Had other histologic diagnosis or stage

650 Underwent randomization

325 Were assigned to the
lymphadenectomy group

325 Were assigned to the
no-lymphadenectomy group

2 Were excluded
1 Withdrew consent
1 Had intervention discon-
tinue after bulky node
was detected

-

1 Was excluded owing
to withdrawal of consent

323 Were included in the intention-
to-treat

324 Were included in the intention-
analysis

44 Were excluded
11 Had surgical protocol
violations
3 Did not undergo randomly
assigned treatment
7 Had low number of
resected lymph nodes
1 Had residual tumor
33 Had early-stage or other
cancer type
14 Had FIGO stage -IIA
2 Had borderline tumor
17 Had other cancer

47 Were excluded
15 Had surgical protocol
violations
12 Did not undergo ran-
domly assigned treatment
3 Had residual tumor
32 Had early-stage or other
cancer type
15 Had FIGO stage -1IA
2 Had borderline tumor
15 Had other cancer

279 Were included in the per-protocol
population analysis

277 Were included in the per-protocol
population analysis

Figure 1. Enrollment, Randomization, and Treatment.
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A Overall Survival
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B Progression-free Survival
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5. Is Interval debulking surgery an acceptable option?

Neoadjuvant Chemotherapy or Primary
Surgery in Stage IIIC or IV Ovarian Cancer

Ignace Vergote, M.D., Ph.D., Claes G. Tropé&, M.D., Ph.D.,
Frédéric Amant, M.D., Ph.D., Gunnar B. Kristensen, M.D., Ph.D.,
Tom Ehlen, M.D., Nick Johnson, M.D., René H.M. Verheijen, M.D., Ph.D.,
Maria E.L. van der Burg, M.D., Ph.D., Angel J. Lacave, M.D.,

Pierluigi Benedetti Panici, M.D., Ph.D., Gemma G. Kenter, M.D., Ph.D.,
Antonio Casado, M.D., Cesar Mendiola, M.D., Ph.D., Corneel Coens, M.Sc.,
Leen Verleye, M.D., Gavin C.E. Stuart, M.D., Sergio Pecorelli, M.D., Ph.D.,
and Nick S. Reed, M.D., for the European Organization for Research and
Treatment of Cancer—Gynaecological Cancer Group and the NCIC Clinical Trials
Group® — a Gynecologic Cancer Intergroup Collaboration

A Intention-to-Treat Analysis
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5. Is Interval debulking surgery an acceptable option?

Maximal Cytoreduction in Patients With FIGO Stage IlIC
to Stage IV Ovarian, Fallopian, and Peritoneal 1.00-
Cancer in Day-to-Day Practice
A Retrospective French Multicentric Study

754
Mathieu Luyckx, MD,*} Eric Leblanc, MD, PhD,i: Thomas Filleron, PhD,* Philippe Morice, MD, PhD,§ 0.75

Emile Darai, MD, PhD,[| Jean-Marc Classe, MD, PhD,] Gwenaél Ferron, MD,*
Eberhard Stoeckle, MD, PhD,# Christophe Pomel, MD, PhD,** Bénédicte Vinet, MD,*
Elisabeth Chereau, MD,|| Cécile Bergzoll, MD,** and Denis Querleu, MD, PhD*{{
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Unsolved issues

* (1) What is a « resectable » disease ?

* There are technically no limits but retraction of the small bowel mesentery
and massive involvement of most of small bowel length

* In the real world, resecability is a trade-off between the objective of complete
surgery and the risks of surgery
* Postoperative mortality
e Complication rate
» Definitive alteration of quality of life
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Unsolved issues

* (2) How to integrate intraperitoneal chemotherapy

 Ample evidence that IP chemo improves the results — however in patients
with less than ideal surgery

* Low acceptance in clinical practice
e Competition with drug clinical trials
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Van Driel et al NEJM
2018;378:230
Randomized study
Hyperthermic
Intraperitoneal
Chemotherapy

in Ovarian Cancer
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Figure 2. Kaplan—Meier E: of Re free Survival and Overall Survival.

Panel A shows Kaplan-Meier estimates of recurrence-free survival among
p in the i ion-to-treat populati Events of di recurrence
or death were observed in 110 patients (89%) in the surgery group and in
99 patients (81%) in the surgery-plus-HIPEC group. Panel B shows Kaplan—
Meier estimates of overall survival among patients in the intention-to-treat

population. A total of 76 patients (62%) in the surgery group and 61 (50%)
patients in the surgery-plus-HIPEC group died.
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J Clin Oncol. 2019 Jun 1;37(16):1380-1390. doi: 10.1200/JC0.18.01568. Epub 2019 Apr 19.

Randomized Trial of Intravenous Versus Intraperitoneal Chemotherapy Plus Bevacizumab in
Advanced Ovarian Carcinoma: An NRG Oncology/Gynecologic Oncology Group Study.

Walker JL, Brady MF2, Wenzel L3, Fleming GF*, Huang HQ?, DiSilvestro PAS, Fujiwara K8, Alberts DS, Zheng W8, Tewari KS?, Cohn DE?, Powell MA'C, van

Le L', Davidson SA'?, Gray HJ'3, Rose PG, Aghajanian C'%, Myers T'6, Alvarez Secord A'7, Rubin SC'8, Mannel RS.
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Advanced Ovarian cancer surgery : take home messages

The 0 residue is the target
Can be achieved in 80% of patients

Can be completed as primary treatment or after neoadjuvant
chemotherapy

Involves major visceral surgery — if the overall estimated risk is
acceptable

No surgeon should undertake such a surgery without the skills to

perform en bloc radical oophorectomy and upper abdominal
procedures
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