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Factors influencing Survival
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Platinum-based neoadjuvant

chemotherapy

Table 1 eV.
Study characteristics

Author Year of n Median  Percent Residual tumor ~ Number Percent Percent maximum Median overall I
[reference] publication age Stage [V cnieria chemotherapy  faxane use  inferval cytoreduction  survival (months) m
cycles

Donadio [12]* 1989 24 54 292 =2 cm 4.1 0.0 533 8.9
Tummarello [1 3]1’ 1590 24 57 T0.8 =2 cm 6 0.0 41.7 L&
Jacob [14]* 1991 22 585 182 =2 cm 2.8 0.0 773 Ly
Lim [I5F 1993 i 56 333 =2 cm 3 0.0 30.0 0.2
Vergote [16]" 998 75 64 413 =1.5 cm 3 20.0 36.0 24
Schwartz [l?]h 1999 59 67 644 <1 em 5 8.5 67.8 12.8
Lu [lﬂ]h 2001 45 585 533 =2 cm 3 68.9 75.6 18
Ansquer [19]" 2001 54 63 4.8 =2 cm 4 57.4 722 22
Kuhn [2{]]d 2001 il 6l 0.0 =2 cm 3 1000 83.9 42
Vrscaj [21]° 2002 20 65 15.0 =1 cm 4 0.0 60.0 24.7
Ushijima [22]1’ 2002 65 603 215 =1 cm EX] 21.5 41.5 21
Shibata [23]° 2003 13 536 231 =2 cm ] 0.0 100.0 23
Shibata[23 T 2003 10 ob 2000 =2 cm 6 0.0 0.0 1.2
Chan [24]° 2003 17 57 T6.5 =2 cm 3 1000 58.8 229
Fanfani [25] 2003 73 60 0.0 =2 cm 3 4.8 71.2 27
Morice [26]" 2003 48 57 172 =2 cm 3 1000 100.0 28
Morice [27]° 2003 34 59 [1.8 =2 cm 3 0.0 94.1 26
Mazzeo [28]" 2003 45 68 2000 =2 cm 4 77.7 68.9 25
Loizzi [29T 2005 25 64 233 =1 cm 4 600 76.0 32
Avril [30P 2005 33 60 N3 =1 cm 3 69.7 66.7 26.8
Hegazy [3 l]d 2005 27 587 593 =1 cm 3 0.0 48.1 25
Le [32] 2005 6l 63 33 =2 cm 3 1000 200 41.7

* Phase I study.

" Retrospective analysis.

 Retrospective matched control study.

4 Phase II study.

® Retrospective case—control study.
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Platinum-based neoadjuvant

chemotherapy
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Platinum-based neoadjuvant

chemotherapy

NGO
e.V.

Number of patients receiving a taxane

Nord-Ostdeutsche Gesellschaft

# fiir Gynakologische Onkologie e.V.
2 ]
i
i3
=
£8
=S
-
<
u
=
I I I I I I I I I I I
0} 10 20 ) 40 el 60 TG 80 &0 100
FPercent Patients Receiving Taxane Therapy
& Median Survival Time Predicled Median Survival Tirme
14

Bristow RE, Chi DS Gynecol Oncol 103 (2006) 1070-1076



Platinum-based neoadjuvant

chemotherapy
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ADVANTAGES of neoadjuvant chemotherapy
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e.V.

= reduce the extent of disease  less morbidity

= improve patient performance status = shortened hospital stay

= increase the rate of optimal residual tumor = improved quality of life

= less extensive surgery = selection platinum resistant disease
= reduce blood loss = N0 wWorse prognosis for patients

16



Ovarian cancer neoadjuvant chemotherapy
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ORIGINAL ARTICLE

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

lgnace 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

N Engl J Med 2010;363:943-53

hicicile,
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EORTC 55971

NG .
Study design
718 Patients were enrolled
v . .
670 underwient randomization
334 assigned to neoadjuvant chemotherapy

336 assigned to primary surgery

334 included in the intention-to-treat

336 included in the intention-to-treat
analysis

analysis

310 included in the per-protocol analysis

310 included in the per-protocol analysis
19
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EORTC 55971

— PDS
— NACT
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A Intention-to-Treat Analysis
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EORTC 55971

Survival according to treatment an residual tumor

B Per-Protocol Analysis
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PDS—Other 136 169 86 29 5 1
NACT-Optimal 100 152 110 30 8 2
NACT-Suboptimal 67 87 49 9 3 0
NACT-Other 41 53 29 6 2 0
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EORTC 55971
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, In conclusion, among patients with advanced (stage llic or V)
ovarian, fallopian-tube, or peritoneal ovarian carcinoma, survival
after neoadjuvant chemotherapy followed by intervall debulking
surgery is similar to survival after primary debulking surgery

followed by chemotherapy*

22
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EORTC 55971 Disparities in Surgery

NICICI
PS NACT S
Residual disease (£ 10 millimeter) per
country —no. (%) Nord-Ostdeutsche Gesellschaft
Belgium 44 (71.0) 730924, fiir Gynakologische Onkologie eV,
The Netherlands 19(37.3) 49 (7543
Norway 12(32.4) 35 (79.5)
Italy & (37.5) 12 (667
Spain 13 (43.3) 17 (70.8)
United Kingdom 15 (306 33786y
Canada 11 (30.6) 30 (71.4)
No residual disease per country —
no. (%)&
Belgnm 320629 69 (57 .3)
The Netherlands 2039 18 (2770
Norway 3081) 22 (50.0)
Italy 1(63) 70389
Spain 3(10.0) 10 (41.7)
United Kingdom 5010.2) 18 (42.9%
Canada 40111 17 (40.5)
Type of Surgery —no (45"
Hysterectomy 180058 1) 225 (699
Prior hysterectorny 30097 33010.2)
BEO 223719 253 (78.6)
Prior BEO 7(2.3) 12 (3.7)
TE0 27087 12 (3.7
Infracolic omentectory 231745 238 (739
Pelvic lymphadenectormy s2(187 (239
Para-aortic lymphadenectory 26 (8.4) 49 (15.2%
B owel resection 420155} 281087
Splenectorny 18058 13 (4.
23

Vergote | et al Supplementary Appedix NEJM 2010



MRC CHORUS trial

Clinical
Trials

Conclusions MRC | uri gt ot

* NACT not inferior to PS from this study: HR 0.87 (0.71, 1.05)
« NACT significantly improved optimal debulking rates

» Less post-operative morbidity & mortality with NACT

* Median survival is low in this patient cohort

* Results are consistent with EORTC 55971

* There are now 2 RCTs indicating that neoadjuvant
chemotherapy is an alternative to primary surgery in patients
with advanced ovarian carcinoma

MRC | Medical Research Council 31

Kehoe S. ASCO 2013



EORTC-CHORUS characteristics of treatment

NG
e.V.
CHORUS EORTC
i Gyrkoogeehe Onlogme.
PS NACT PS NACT
Any grade 3+ toxicity 48% 40%
Optimal debulking Ocm 16% 40% 19.4% 51.2%
<1tcm 25% 35% 22.2% 29.5%
>lcm  61% 25% 53.0% 17.7%
Length of operation median 120 120 165 180
(minutes) (Range) (30-450) (30-330) (10-720) (30-560)
Any grade Y2 complication 24% 14% 17.1 5.8
Discharge within 14 days 74% 92%

Deaths within 28 days 5.6% 0.5% 25% 0.7% 33




Median Overall Survival in Ovarian Cancer
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Authors Study Patients Survival

Aletti GD et al 2011 retrospective 576 40.2 months

Sehouli J et al 2009 retrospective 214 85 months

Chi D et al 2012 retrospective 316 50 months

du Bois A et al 2003 rct 798 44.1 months

Du Bois Aetal 2006  rct 1282 41.0 months

Du Bois A et al 2010 rct 1742 51.5 months

34



Cytoreduction and Survival
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% progression-free survival

Residual tumor and Survival
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Accuracy of Imaging predicting Resectability

" To date, no single preoperative predictor has demonstrated
sufficient accuracy to predict surgical outcome
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Gynecologic Oncology 120 (2011) 23-28

Contents lists available at ScienceDirect
GYNECOLOGIC

Gynecologic Oncology

journal homepage: www.elsevier.com/locate/ygyno

Identification of patient groups at highest risk from traditional approach to ovarian
cancer treatment

Giovanni D. Aletti ?, Eric L. Eisenhauer €, Antonio Santillan ¢, Allison Axtell °, Giacomo Aletti €,
Christine Holschneider ®, Dennis S. Chi ¢, Robert E. Bristow ¢, William A. Cliby **

* Department of Gynecologic Surgery, Mayo Clinic, Rochester, MN, USA

¥ Department of Obstetrics and Gynecology, Olive View-UCIA Medical Center, David Geffen School of Medicine at UCLA, Los Angeles, CA, USA

¢ Department of Surgery, Gynecology Service, Memorial Sloan-Kettering Cancer Center, New York, NY, USA

4 The Kedly Cynecologic Oncology Service, Department of Gynecology and Obstetrics, The Sidney Kimmel Comprehensive Cancer Center, The Johns Hopkins Medical Institutions, Baltimore, MD, USA
* Department of Mathematics and Statistics, University of Milan, Milar, ltaly
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Surgical Complexity Score
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Table 1
Surgical complexity scoring system based upon complexity and number of surgical AT e O
procedures performed (online only). fiir Gynikologische Orkologie V.

Procedure Points

TH-BSO

Omentectomy

Pelvic lymphadenectomy
Para-aortic lymphadenectomy
Pelvic peritoneum stripping
Abdominal peritoneum stripping
Recto-sigmoidectomy_termino-terminal anastomosis
Large bowel resection
Diaphragm stripping/resection
Splenectomy

Liver resection/s

Small bowel resection/s

[R5 T (W T (VU T (Y. O A G G G G (N Y

Complexity score groups Points

1 (low) <3
2 (intermediate) 4-7
3 (high) >8

TH-BSO, total hysterectomy, bilateral salpingo-oophorectomy.

46
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Surgical Complexity Score

NICICH
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C F
1.0 1.0 Nord-Ostdeutsche Gesellschaft
= 0.9 RD=0 0.9 SCS=low fir Gynakologische Onkologie V.
8 0.8 - RD<1cm 0.8 - SCS=int
5 0.7 1 0.7 N
2 £ 061 206- \
21t 2]\ M
j= 0.3 0.3
2 927 0.2- \‘_\*
= S ] 011 =71
S "0 01 2 3 4 5 8 7 8
FU_period FU_period
High tumor dissemination or stage IV
Poor performance status (ASA=3) or nutritional status
(preoperative albumin levels<3.0 g/dl)
Agez= 75 years
38 patients (6.6%) at very high risk
major morbidity 63.6% for high SCS and 33.3% for low SCS
7 patients died within 3 months from surgery-Mortality rate 18.4%
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Surgical Complexity Score very high risk group
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Surgical Outcome in Ovarian Cancer
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TABLE 1. Intraoperative Tamor Localization in 214 Patients With

Primary Ovarian Cancer

Nord-Ostdeutsche Gesellschaft
fiir Gynakologische Onkologie e.V.

Structure affected

Patients (%}

Peritoneum
Lymph nodes
Colon
Diaphragm
Pelvie wall
Mesentery
Ascites

Small bowel
Abdominal wall
Bursa omentalis
Spleen

Stomach

162 (76%)
145 (68%)
111 (52%)
04 (44%)
77 (36%)
70 (33%)
62 (29%)
58 (27%)
38 (18%)
26 (12%)
15 (7%)
15 (7%)

Sehouli J. et al. J Surg Oncol 2009;99:424-427
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Surgical Outcome in Ovarian Cancer

Both regions
affected
n= 165
Upper abdomen
affected
n=26
Lower abdomen
affected
n=23
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Tarteging the upper abdomen

UAD< lcm
All

UabD=No
UAD>1cm

Optimol Debulkedz (By year aond group)

T d T T T T T ¥ T T T d T T T T T d T T T v T T T T T T T
1989 1990 1991 1992 1993 1994 1995 1996 1997 1938 1999 2000 2001 2002 2003

Year

53

Zivanovic O et al Gynecol Oncol 114 (2009) S3-S9



Cohort with primary debulking surgery during an
iIdentical time period as the EORTC-NCIC trial

Residual Disease Median OS
.1 Nogross 78 months

— </=1cm 50 months
36 months

0.8 -

&
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S
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wn
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OS (Months)

54
Chi DS et al Gynecol Oncol 124 (2012) 10-12



Clinical case 66y
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Who should be treated with neoadjuvant

chemotherapy?

Nord-Ostdeutsche Gmellschaft
fiir Gynakologische O

Primary chemotherapy should be restricted to
- FIGO llic, IV
-Intraabdominal llic

-metastatic tumor>5 cm

The strategy of neoadjuvant therapy should not be
abused for excuses regarding suboptimal surgical

care 59

Vergote | 2013
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GCIG consensus conference
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,2optimal“ cytoreduction should no longer be defined
as residual tumor<1 or <0.5 cm, but as aresection

without macroscopic residual tumor

63
Stuart GCE et al Int J Gynecol Cancer 2011;21:750-5



potential pure study design

» pts. fit for radical surgery and chemotherapy

+ histologically proven epithelial ovarian cancer

+ clinically FIGO stages llIC-IV

* no metastases excluding resection (must be specified)
* centre recruiting consecutive pts. (no extra selection)
* surgery in centre with excellence (proven / monitored)

random 1:1:1

T

primary surgery 3 courses

primary chemotherapy

systemic treatment
(chemo +/- biological)
no interval debulking

interval surgery completion of

systemic treatment
(chemo +/- biological)

completion of
systemic treatment
(chemo +/- biological)

Fig. 2. Design of a theoretical future trial evaluating the role of surgery in advanced ovarian cancer.
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