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A 62-year-old woman, ECOG 1 (abdominal bloating, vague abdominal pain 

and a decrease in appetite), bilateral irregular adnexal masses and ascites, 

CA-125 760 U/mL, CT showed ascites, bilateral adnexal masses with 

suspected implants of abdominal peritoneal surfaces up to 1.5 cm

What would be your recommendation for this patient?

ÅPrimary debulking followed by postoperative chemotherapy

ÅNeoadjuvant (upfront) chemotherapy (after cytology/histology) followed

by interval debulking surgery 

What would be an appropriate surgical goal?

ÅñOptimalò surgical debulking to residuals <1 cm should be attempted

ÅñSuboptimalò debulking is adequate since outcome is most dependent on

chemotherapy

ÅOnly complete resection (no residual) should be the goal of surgery

Would you perform bilateral pelvic and paraaortic lymph node 

dissection in this patient after optimal debulking?

ÅNo

ÅYes
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ÅWhat is an appropriate surgical endpoint?

ÅIs there any role for so-called ñoptimalò debulking

and small residual disease (<1 cm, <1.5 cm, <2 cm)?

ÅWhen should patient be operatedðwhich sequence?

ÅOP Ÿ chemotherapy or vice versa (interval debulking)?

ÅHow should patient be operated?

ÅTechnical standards

ÅRadicality (eg, lymphadenectomy yes/no)?

Prof Dr Andreas du Bois

Dept Gynecology & Gynecologic Oncology

Dr. Horst Schmidt Klinik, Wiesbaden, Germany
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The solid line is a smoothed loess regression curve taking into account only patients with macroscopic residual tumor, while the dashed line accounts for all pts.

The impact of residual tumor on outcome: What is optimal debulking?

du Bois A, Reuss A, Pujade-Lauraine E, Harter P, Ray-Coquard I, Pfisterer J: The role of surgical outcome as prognostic factor in advanced epithelial ovarian 

cancer. A combined exploratory analysis of three prospectively randomized phase III multicenter trials by the Arbeitsgemeinschaft Gynaekologische Onkologie 

Studiengruppe Ovarialkarzinom (AGO-OVAR) and the Groupe d'Investigateurs Nationaux pour les Etudes des Cancers de l'Ovaire (GINECO).

Cancer 2009; 15: 1234-1244
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HR (95%CI) 

1-10 mm vs 0 mm: 2.52 (2.26;2.81)

>10 mm vs 1-10 mm: 1.36 (1.24;1.50)

log-rank: P<.0001 

0%

25%

50%

75%

100%

0 12 24 36 48 60 72 84 96 108 120 132 144

%
 o

v
e

ra
ll 

s
u

rv
iv

a
l

0 mm

1-10 mm

> 10 mm

HR (95%CI) 

1-10 mm vs 0 mm: 2.70 (2.37; 3.07)
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log-rank: P<.0001

The impact of residual tumor: What is optimal debulking?
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Questions:
ÅWhat does ñoptimalñ meanðand should be the goal of debulking surgery?

ÅHowever, even the best

centres cannot achieve

complete resection in 

all AOC patients 

(10% to 20% end OP with

residuals >1 cm!)

ÅHow could we improve outcome for those patients who end up with tumor 

residuals >1 cm (and probably do not benefit from upfront surgery)?

[Improvement for patients optimally debulked is also mandatory Ÿ systemic therapy!]

ÅImprove resection rates by pre-OP chemotherapy?
ÅIf so, does this result in better outcome?

ÅImprove surgical skills and techniques?
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ÅWhat is an appropriate surgical endpoint?

ÅIs there any role for so-called ñoptimalò debulking

and small residual disease (<1 cm, <1.5 cm, <2 cm)?

ÅWhen should patient be operatedðwhich sequence?

ÅOP Ÿ chemotherapy or vice versa (interval debulking)?

ÅHow should patient be operated?

ÅTechnical standards

ÅRadically (eg, lymphadenectomy yes/no)?
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Hypothesis: 

Å(At least) secondary resistance is a function of tumor volume

ÅSignificant debulking reduces tumor burden Ÿ fewer resistent cells

Ÿ better prognosis

ÅLarge tumor burden Ÿ more mutations/resistance Ÿ poor prognosis

ÅStrategy of neoadjuvant chemotherapy implies:

ÅHigher initial tumor volume Ÿ higher risk for secondary resistance

Ÿ poor prognosis

but also:

ÅHigher rate of tumor debulking Ÿ better prognosis

ÅHow does improved resection rate balance for higher mutation risk?

ÅMight this strategy result in a net benefit ?
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Hypothesis supported if outcome becomes inferior with longer duration

of pre-OP chemotherapy  

(= longer time with significant tumor volume Ÿ higher risk for resitance)
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Meta-Analysis publications 1989-2005

Å22 cohorts / 835 patients with FIGO III/IV ovarian cancer

Åall pts had pre-OP platinum-based chemotherapy followed by interval-OP

ÅPrognostic factors: year, % FIGO IV, % Ăoptimal debulkingñ, chemotherapy +/- taxane

and number of pre-OP chemotherapy courses > 3 Ÿ negative impact!

-4,1 mos. median OS per pre-OP Chemo-course > 3 courses

Hypothesis supported if outcome becomes inferior with longer duration

Of pre-OP chemotherapy  

(= longer time with significant tumor volume Ÿ higher risk for resitance)

Bristow RE, et al. Gynecol Oncol. 2006;103(3):1070-1076.
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Hypothesis supported if outcome is better after primary surgery in 

cohorts with comparable rates of complete resection 

(= without benefit of NACT regarding tumor residuals)
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ÅScholz et al. Gynecol Oncol .2007;  Neumarkt 1995-1999 FIGO IIIC-IV OvCa

Å55 patients with primary OP and 46 patients with interval-OP after on average 4 courses 

platinum+ 

ÅNo gross residuals in 82% after primary sugery and 85% following chemo and interval OP

ÅOutcome inferior after chemo + interval OP if complete resection rates do not differ !

p = 0,046

OS PFS

p = 0,015

Hypothesis supported if outcome is better after primary surgery in 

cohorts with comparable rates of complete resection 

(= without benefit of NACT regarding tumor residuals)

Sholz HS, et al. Gynecol Oncol. 2007;106(3):591-595.
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Hypothesis supported if outcome is better after pre-OP chemotherapy

and interval surgery in cohorts with significant higher rates of complete 

(or so-called ñoptimalñ) debulking 

(= significant benefit of NACT regarding tumor residuals)

buté.

How much is ñsignificantñ?

Is a 20%, 30%, 40% éhigher optimal resection rate sufficient to compare

for the negative impact of tumor volume over time? 

ÅData base:

ÅGOG 152

ÅEORTC NACT study
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Secondary cytoreductive surgery required a 

laparotomy exploration of the entire abdominal cavity 

and a maximal effort to resect all gross residual 

ovarian cancer including but not limited to the uterus, 

tubes, ovaries, and omentum if they were not resected 

primarily. 

Enrollment

3 Cycles of Paclitaxel + 

Cisplatin

Evaluation

Complete response, partial response, 
or stable disease

Progressive disease

Removal from study

Randomization

No debulking 

surgery

Debulking 

surgery

3 Cycles of Paclitaxel + 

Cisplatin

End points: Overall survival, 

Progression-free survival

GOG Trial of Interval 

Secondary Debulking 

Surgery (# 152)

Rose P, et al. N Engl J Med. 2004;351(24):2489-2497.
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550  Patients

>1 cm 

102 Patients

Not randomized
ÅPD 

Åothers

201/208 

Patients No OP 

201 / 216

had OP 

44 Patients

Tu = 0 cm 

45 Patients

Tu 0.1-1cm  

112 Patients

Tu  > 1 cm 

post Chemo intra 2nd OP post 2nd OP

16 Patients

Tu = 0 cm

29 Pts.

Tu o.1-1cm

34 Patients

Tu = 0 cm

33 Patients

Tu >1 cm

45 Patients

Tu 0.1-1cm

RR

24 Patients

not eligible

15 Patients 

not 

operated

3 x PT
3 x PT

7 Patients had OP

ÅBenefit: 95 x 2 / 550 = 34,5 %

GOG 152

Rose P, et al. N Engl J Med. 2004;351(24):2489-2497.
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Åé although the secondary rate of complete and so-called optimal 

debulking was considerably high (34.5%)

ÅŸ 34.5% not enough to compensate for higher risk due to large tumor

volume over time of pre-OP chemotherapy?

GOG # 152: Results were negative

Rose P, et al. N Engl J Med. 2004;351(24):2489-2497.


