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Cy’roreduchon maximale

La chirurgie supprime les
|ésions volumineuses, dont
une partie est peu
vascularisée,

 Le risque de chimiorésistance
diminue, quand le nombre de
cellules diminue.

* Lachirurgie supprime les
clones peu proliférant.

% survival

Months

¢ La Ch|r'ur'9|€ Suppr‘lme Ies Fig.3. Survival rates according to camplkteness of optored uction

score (P =00187)

lésions peu accessibles a la
chimiothérapie (G6)

- L'immunocompétence est
augmentée par l'exérése des
tumeurs volumineuses

Griffiths CT. Surgical resection of tumor bulk in the primary treatment of ovarian carcinoma.
Nat!/ Cancer Inst Monogr 1975;42:101-4
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Table 2. Multipla Linear Regression Analysis
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Fig 2. Simple linear regression analysis: de-logged median survival time
ploted against percent maximal cytereducive surgery. Gray area, maximal
cytoredudtive surgery = 25% and > 75%; cresshatched area, corresponding
range of median survival imes.

Bristow R & al 2002
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Fig. 1. Overall survival, stage [IIC ovarian cancer, 1989—2003.

Chi D & al. 2006
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Résécable ou réséquée ?
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FIGURE 2. (A) Overall and (B) progression-free survival
according to Fédération Internationale de Gynécologie et d’
Obstétrique (FIGO) stage and size of residual tumor.

Du Bois A et al. 2009
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Table 3
Cytoreductive procedures performed.

Radicalité et survie

Procedures performed

Group 1 (n=168)

Group 2 (n=210)

Standard
Hysterectomy
U50/B50
Omentectomy
Small bowel resection
Large bowel resection
Appendectomy
Pelvic lymph node dissection
Para-aortic lymph node dissection
Extensive upper abdominal
Diaphragm peritonectomy, resection
Splenectomy
Distal pancreatectomy
Liver resection
Resection porta hepatis tumor
Cholecystectomy

129 (77%)
153 (91%)
135 (80%)
6 (4%)
10 (6%)
17 (10%)
11 (7%)
11 (7%)

0 (0%)
0 (1)
0 (k)
0 (k)
0 (1)
0 (0%)

183 (87%)
184 (88%)
182 (87%)
8 (4%)
73 (35%)
37 (18%)
59 (28%)
47 (22%)

73 (35%)
26 (12%)
9 (4%)
13 (6%)
11 (5%)
10 (5%)

US0, unilateral salpingo-oo phorectormy: BSO, bilateral sal pingo-oop horectomy.

Chi D et al. 2009
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Fig. 1. (A) Progression-free survival, 1996-1999 vs 2001-2004. (B) Overall survival, 1996-1999 vs 2001-2004.



Is neo-adjuvant therapy a hew
idea ?

“Certain very advanced cases with ascites,

cachexia, large pelvic tumors and upper
abdominal masses are readily

recoghisable as inoperable and these
cases should have their treatment
limited to external radiation”

Taylor Jr HC, New York State J Med 1934, vol 34
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Second look

M Van der Burg et al 1995
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550 Fatients enrolled

16 Diad

102 Did not undergo randomization after 3 gycles
of treatment
26 Had progression

20 Had medical contraindications

13 Declined

16 Had extraperitoneal tumor=1cm
4 Had an excessive delay before randamization
2 Had other reasans

448 Patients underwent randomization after

3 gycles of cisplatin+ paclitaxal

226 Assigned to cytoreductive surgery
216 Wera eligible
10 Were not eligible
6 Had an inappropriate primary cancer
2 Had an inappropriate stage
1 Had a second primary cancer
1 Had an incomplete prestudy workup

208 Were eligible
14 Were not eligible

232 Assigned to no surgery

4 Had an inappropriate primary cancer
5 Had an inappropriate stage

2 Had a second primary cancer

3 Had an incomplete prestudy workup

201 Underwent interval debulking surgery
15 Had no debulking surgery

7 Underwent interval

debulking or second-look

surgery
201 Had no debulking surgery

200 Had 3 additional cycles of study treatment
7 Had 2 additional cycles of study treatment
31 Had 1 additional cycle of study treatment
6 Had no additional study treatment

204 Had 3 additional eycles of study treatment
4 Had 2 additional cycles of study treatment

21 Started another nonprotocol consolidation
therapy before progression

26 Started another nonprotocol consolidation
therapy before progression

151 Died
47 Were alive with recurrent disease
18 Were alive without recurrence

145 Died

35 Were alive with recurrent disease
28 Were alive without recurrence

Figure 1. Enrollment and Outcomes.

Rose P, 2004
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718 Patients were enrolled ‘

4% Were excluded owing to
authorization irregularities

£70 Underwent randomization ‘

'

:

336 Were assigned to primary surgery
315 Received assigned intervention

& (389%) Were withdrawn by phy
3 (14%) Declined to participate

1 (5%) Had unknown reason

297 (88%) Started chematherapy
57 (179) Underwent interval debulki

21 Did not receive assigned intervention

3 (14%) Had different histologic diagnosis

1 (5%]) Died 1 {13%) Died

2 (10%) Had unresectable tumor

3 (14%) Had logistic or administrative problem
problem

334 Were assigned to neoadjuvant chemotherapy
316 Received assigned intervention
& Did not receive assigned intervention
sician 3 (38%) Were withdrawn by physician
2 (25%) Declined to participata
1 {13%) Had differant histologic diagnosis

1 {13%) Had logistic or administrative

2 [1%) Underwent primary debulking
326 (98%) Started neoadjuvant chema-
315 (94%) Underwent primary debulking therapy
295 (B8%) Underwent interval debulking

ng 6 (2%) Underwent second-lock procedure
11 (3%) Underwent second-look procedure

3 Were lost to follow-up

78 Discontinued treatment
34 (44%) Had relapse or
died from cancer
16 (21%) Had excessive
tonic effects
1 (1%) Declined treatment
5 (6%) Died from other
causes
2 (3%) Had protocol
violation
18 (23%) Had other reason
2 (3%) Reported no reason
for discontinuing therapy

5 Were lost to follow-up

71 Discontinued treatment
20 (28%) Had relapse or
died from cancer
11 (16%]) Had excessive
tonic effects
4 (6%) Declined treatment
7 (10%) Died from other
causes
3 (4%) Had protocol
violation
5 (35%) Had other reason
1 (1%) Reported no reason
for discontinuing therapy

336 Were included in the intention-to-tr

eat analysis

‘ 334 Were included in the intention-to-treat analysis

26 Were excluded from per-
protocol analysis
11 Were ineligible
1 Had FNA without pehric
mass
1 Had wrong disease
stage
3 Had histologic reason
4 Had disabling disease

12 Were excluded from per-
protocol analysis
6 Were ineligible
1 Had FNA without pelvic
mass
2 Had FNA, CA-125:CEA
ratio =25, and imaging

. - - not adequate to exclude

1 Had prior cancer h ’

1 Had delay of =2 mo . Et ;rhprlrrllar)_' tumar
between biopsy and ! Had d!stilc_}glcé_easnn
randomization tad disabling disease
. . 1 Signed consent before

1 Did not give enough ;
- - ethical approval
information to assess - -
eligibility & Did not start assigned
14 Did not start assigned treatment
treatment
310 Were included in the per-protocol analysis ‘ ‘ 322 Were included in the per-protocol analysis

Figure 1. Numbers of Patients Who Were Enrolled, Randomly Assigned to a Treatment Group, and Included in the Analyses.
CA-125 denotes cancer antigen 125, CEA carcinoembryonic antigen, and FNA fine-needle aspiration. Percentages

may not total 100% because of rounding.

Vergote | & al 2010



Table 1. (Continued.)

Characteristic

Primary tumor — no. (3&)
Epithelial ovarian
Peritoneal
Fallopian tube
Adenocarcinoma
Missing data

Serum CA-125 at entry (U/ml)
Median

Range

Serum CA-125 =30 U/ml — no. (38)

Largest metastatic tumor at randomization — no. (%)

0cm

=0-2 cm
=2-5cm
=5-10cm
=10-20cm
=20 cm

Missing data

Size of metastases at the time of surgery — no. (%)

Mo metastasis
=0-1cm
=1-2¢cm
=2-5cm
=5-10cm
=10 cm

Missing data

Primary Debulking Surgery
(N=1336)

293 (87.2)
22 (6.5)
0
17 (5.1)
4(1.2)

1130
16.0-27,185
330 (38.2)

2 (0.6)
2 (0.6)
90 (26.8)
90 (26.8)
105 (31.3)
26 (7.7)
21 (6.3)

1/310 (0.3)
2/310 (0.6)
14/310 [4.5)
50/310 (16.1)
40/310 (12.9)
191/310 (61.6)
12/310 (3.9)

Neoadjuvant Chemotherapy
(N=334)

283 (34.7)
76 (7.8)
4(12)
20 (6.0)
1(03)

1180
15.0-41,456
330 (38.8)

1(0.3)
9 (2.7)
%5 (25.4)
%8 (26.3)
113 (33.8)
24 (7.2)
14 (4.2)

14/322 (4.3)

36/322 (11.2)
40/323 (12.4)
74/322 (23.0)
42/323 (13.0)
7R/322 (24.2)
38/322 (11.8)

Vergote | & al 2010



B Per-Protocol Analysis

— PDS—optimal

— PD&—suboptimal
—— PD5—other

— MACT-optimal
— MACT-suboptimal
—— MNACT-other

Overall Survival (%)

Years

Mo. of

Events Mo. of Patients at Risk
PDS-Optimal £2 62 46 22 & ]
PD5—Suboptimal 52 74 46 11 3 1
PDS-Other 135 163 26 bl 5 1
MNACT-Optimal 100 152 110 0 ] 2
NACT-Suboptimal &7 &7 49 g 3 ]
NACT-Other 41 53 9 & 2 ]

Figure 2. Overall Survival in the Intention-to-Treat Population and Overall Survival According to Treatment Received
and Status with Respect to Residual Tumor.

The median overall survival was 29 menths among the women assigned to primary debulking surgery and 30
months among those assigned to necadjuvant chemotherapy (Panel A). The median overall survival for women with
no residual tumor (optimal result), those with residual tumors that measured 1 to 10 mm in diameter (suboptimal
result), and those with residual tumors larger than 10 mm (other result) was 45, 32, and 26 months, respectively, in
the group that underwent primary debulking surgery and 38, 27, and 25 months, respectively, in the group that un-
derwent necadjuvant chemotherapy (Panel B).

Vergote | & al 2010



Durée opératoire : 180 min.

PFS médiane : 12 mois

SG médiane : 29 vs 30 mois

Chir optimale = le facteur PNC le + impt
Pays = facteur PNC

Pourquoi la variation du % de CCO ne se traduit
elle pas par une variation de la survie ? ???
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2.6  Owerall survival rates according to largest residual tumor and

treatment arm.

Overall survival

Treatment arm and Oirsarved

largest  resldual Paflents Events Hazard Ratlo P-Valus Medlan (30% CI) % at 3 Year|s)

tumor M) (o) [30% CIj [Wald Taat) {Montha) [90% CI)

PDS - Mo residual &2 42 1.00 0.0002 (df=5)  44.88 (34.30, 53.58) 31.31 (20,77,
42 .40)

POS- 1 —10 mm T4 52 127 (0.97, 1.83) 01308 (di=1) 32.26 (26,91, 37.28) 2347 (1483,
33.54)

PDS - = 10 mm 164 134 1.87 (1.30, 2.50) 0.0004 (di=1) 2566 (21.62, 2B.55) 14.82 (1006,
20.45)

HACT- Mo realdual 152 100 1.11(0.92, 1.51) 05818 (d=1) 3918 (32.89, 43.86) 27.50 (2051,
34.02)

HACT-1— 10 mm BT ar 1.73(1.25, 240} 0.0054 (di=1) 2701 {2428, 21.74) 17.52 (1033,
26.27)

HACT-= 10 mm 53 41 1.71(1.19, 2.48) 0.0124 (di=1) 2540 (22,80, 32.16) 12.01 (1024,
31.89)

PD5: Primary debulking surgery; MACT: Necadprvant chemotherapy: Cl: Confidence mtervals.

Vergote | & al 2010
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Documentation of all patients with suspected advanced
ovariancancer attrial certer

l

[ Informedconsent J

L
[ Registration ]
|

[ Preopemtive in-fexclusion criteria met J

|

[ Randomisation ]
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Upfront surgery

—,

3 oycles neoadjuvant chemo ]

Interval debulking ]

Postoperative chemotherapy

[
6 cycles [
[

3 cycles postoperative chemo ]
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Table 6. Risk Factors for Postoperative Pulmonary Compli-
cations

Patient-related factors
Age > 60y
Chronic obstructive pulmonary disease (COPD)s5¢.58-20
American Society of Anesthesiologists (ASA) class IT or
gmater':-h.':-&.ﬂ
Functional dependence******
Congestive heart failures5*
Obstructive sleep apnea™-***!
Pulmonary hypertension*
Current cigarette use™*"
Impaired sensorium'***<
Preoperative sepsis™
Weight loss = 10% in 6 months™***
Serum albumin < 3.5 mg/dL****%%
Blood urea nitrogen (BUN) = 7.5 mmol/L (=21 mg/dL)*™*"
Serum creatinine =133 pmol/L (=1.5 mg/dL)**

Surgery-related factors
Prolonged operation = 3 h**
Surgical sigg" ¥
Emergency operation*****0
(General anesthesia®
Perioperative transfusion™**
Residual neuromuscular blockade after an operation®**

Not risk factors
Dbﬁit:f,':-ﬁ'}u
Well-controlled asthma®**
Diabetes®**

*Total dependence was the inability to perform any activities of daily living,
Partial dependence was the need for equipment or devices and assistance from
another person for some activities of daily living.

' Acutely confused or delirious patient who is able to respond to verbal or mild
tactile stimulation, or mental status changes or delifium in the context of
current illness.

*Highest risk procedures: upper abdominal, thoracic, neurosurgical, head and
neck, vascular (eg, aortic aneurysm repair).
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Chow W & al J Am Coll Surg 2012
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* Cecelioscopie
— Exploration systématique
— Points bloquants
— Histologie
— Information pré-opératoire
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EVALUATION DE L'ETENDUE DE LA CARCINOSE

Peritoneal Cancer Index (PCI) de Sugarbaker

0 Central
1 Right upper

£ /U

2 Epigastrium
3 Left upper
4 Left "appme

5 Left lower

6 Pelvis

7 Right lower
8 Right flank

Avant
debulking

Apres
debulking

Région 0

Cotation par région :

0 : pas de lésion
1:L<0,5cm
2:05<L<5cm
3:L>5cm

Région 1

Hopital européen Georges-Pompidou

Régions

Structures anatomiques

Région 2

Région 3

Région 4

Région 5

Région 6

Région 7

Régions du gréle :

R9 : jéjunum haut
R10 : jéjunum bas
R11 : iléon haut
R12 : iléon bas

Région 8

Région 9

Région 10

Région 11

Région 12

Totaux

Centrale
Supérieure droite

Epigastre

Supérieure gauche
Flanc gauche

Fosse iliaque gauche

Pelvis

Fosse iliaque droite
Flanc droit

Incision médiane — grand épiploon — colon transverse

Surface supérieure du lobe droit du foie — Péritoine pariétal sous-
diaphragmatique droit — Espace rétro-hépatique droit

Ligament rond — lobe gauche du foie — petit épiploon — ligament
falciforme

Péritoine pariétal sous-diaphragmatique gauche— rate — queue du
pancréas — surfaces antérieure et postérieure de I’estomac

Colon gauche— gouttiéere pariéto-colique gauche

Péritoine pariétal latéro-sigmoidien — sigmoide

Organes génitaux internes féminins (ovaires, trompes et utérus) —
vessie, cul de sac de Douglas — charniére recto-sigmoidienne
Péritoine pariétal latéro-cacal- cecum — appendice

Colon droit- gouttiere pariéto-colique droite
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A du Bois et al [ Gynecologic Oncology 112 (2009) 422436 4131

Debulking >95% and RT < 1.5 em
Chen [5] —_—

Residual tumor < 2 cm

Olaitan [21) —
Grossi [23] —_—
Engelen [33] —
Skirnisdottir [40] .
Junor[19] L ]

Kurmgulainen [34] —

Residual tumor < 1 em
Eisenkop [8] L]
Mo residual tumor
Kurrgulainen [34]
Engalan [33]
Paulsan [37) e
Skirnisdottir [40]

IH

T T T T TTTITd T T T IIr000 T T T ITII00
01 1 GY¥0O better 10 100

Fig. 2. 0dds ratio of achieving debulking to minimal residual disease in patients with advanced disease, GYO compared with OB/GYN or other s pecialty. GY0 = gy ne cologic oncologist,
OB/GYN = obstetridan/general gynecologist, RT = residual tumor.

Certification du chirurgien,

Volume du chirurgien, volume de I'hépital, spécialisation de I'hopital
Recherche clinigue
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Structure : Criteres de qualité (INCa)

* Au moins 2 chirurgiens entrainés a la chirurgie pelvienne et abdominale
pour obtenir une résection complete. Au moins 10 interventions par
chirurgien et par an.

* Collaboration formalisée avec un oncologue médical.

* Participation a des essais cliniques dans le cancer de l'ovaire.
* Bilan pré-opératoire conforme

* RCP pré-opératoire

* Laparotomie médiane

e Curages pelviens et aortico-caves en cas de CCO

* Description analytique des |ésions initiales et résiduelles
 Examen extemporané possible

* CR pathologique conforme aux recommandations

* Taux de résection complete >70% (stades llic — Iva)

* Database (complications)

Querleu D & al 2013
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Tumeurs de type |

Evolution lente

Diagnostiquées a un stade précoce confiné a |'ovaire

Types histologiques :

carcinomes de type séreux de bas grade,
endométroides de bas grade, a cellules claires,
mucineux et transitionnels

Mutations impliquées :
KRAS, BRAF, ERBB2, CTNNB1, PTEN et PIK3A

Stabilité génétique
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Tumeurs de type Il

Tumeurs agressives

Diagnostiquées a un stade avancé

Types histologiques :
carcinomes de type séreux de haut grade,
carcinomes indifférenciés et carcinosarcomes

Mutations impliquées :
gene p53 et genes BRCA

Instabilité génétique
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OPERABILITE —— RESECABILITE

BIOLOGIE —— STRUCTURE
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* Larésection macroscopique complete est I'objectif
unigque

e Stades lllc et métastases <5cm : chirurgie
e Stades lllc et métastases >5cm : chimio ?
e Stades IV : chimiothérapie néoadjuvante

* La ceelioscopie est l'outil de sélection

* Ne pas faire de chimiothérapie par manque de
ressource chirurgicale ...

www.cancerologiegynecologique.eu
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