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LA CHIRURGIA PRIMARIA



TAKE HOME MESSAGE

Nowadays, the standard management of EOC is the correct
surgical staging in early stages and complete tumour
cytoreduction followed by platinum and taxane-based
chemotherapy in advanced stages. However, if primary
cytoreduction seems not possible due to extensive disease or
poor patient condition, patients could be treated with
neoadjuvant chemotherapy followed by interval debulking
surgery and adjuvant chemotherapy

María Martín-Cameán 2016
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Cytoreduction: what does it means? 1

• Complete resection at primary debulking surgery is the 
most important independent prognostic factor in 
advanced ovarian carcinoma

• Survival is inversely correlated with residual disease after 
surgery

• Debulking surgery achieves the removal of poorly 
vascularised tumour where chemotherapeutic agents 
have poor access. It also removes chemoresistant clones, 
which are less susceptible to respond to chemotherapy



Cytoreduction: what does it mean? 2

• Several Gynaecological Oncologic Group (GOG) trials 
revealed that R0 resection had the longest median 
overall survival (64 months vs. 29 months in patients 
with under 1 cm residual disease) [Nick AM, et al 2015]

• Patients with suboptimal resection will not have an 
improvement in survival but will suffer an increase in 
morbility [Gómez-Hidalgo NR,2015, Rutten MJ, et al.2015].

The findings of this review that women with residual disease < 1 cm
still do better than women with residual disease > 1 cm should
prompt the surgical community to retain this category and consider
re-defining it as 'near optimal' cytoreduction, reserving the term
'suboptimal' cytoreduction to cases where the residual disease is > 1
cm (optimal/near-optimal/suboptimal instead of
complete/optimal/suboptimal)



When we can reach the goal?

Suidan et al. (2014) identified three clinical and six radiologic criteria
associated with suboptimal cytoreduction: age ≥ 60 years (OR 1.32), CA-125 ≥ 
500 U/mL (OR 1.47), ASA 3–4 (OR 3.23), retroperitoneal lymph nodes above
the renal hilum (including supradiaphragmatic) > 1cm (OR 1.59), diffuse small
bowel adhesions/thickening (OR 1.87), periesplenic lesion > 1 cm (OR 2.27), 
small bowel mesentery lesion > 1 cm (OR 2.28), root of the superior
mesenteric artery lesion > 1 cm (OR 2.4), and lesser sac lesion > 1 cm (OR 
4.61)

A Predictive index score ≥ 4 had the highest overall accuracy, identified
patients undergoing suboptimal cytoreduction with a sensitivity of 100% :
-peritoneal thickening, peritoneal implants ≥ 2 cm, small bowel mesentery
disease ≥ 2 cm, large bowel mesentery disease ≥ 2 cm, omental disease
extension to the stomach, spleen, or lesser sac, extension to pelvic sidewall,
parametria, or hydroureter, large-volume ascites (seen on all cuts), suprarenal
paraaortic lymph nodes ≥ 1 cm (with 2 points), diaphragm or lung disease ≥2
cm or confluent plaque, inguinal canal disease or lymph nodes ≥ 2 cm, liver
lesion ≥ 2 cm on surface or parenchymal lesion of any size, porta hepatic or
gallbladder fossa disease ≥ 1 cm, Infrarenal paraaortic lymph nodes ≥ 2 cm
(with 1 point).[Bristow 2000]

A significant factor affecting prediction is reliance on surgical 
expertise to achieve R0 resection [Gómez-Hidalgo NR 2015]



When we can reach the goal?



Lymphadenectomy in EOC

Stage Intraabdominal

residual tumor

(Intra-OP)

clinically (intra-OP) /

radiologically (pre-OP) 

negative LN

clinically (intra-OP) /

radiologically (pre-OP)

positive LN ( 1cm)

1-2A 0 Yes

Staging & complete

resection

2B-3-4 0 YES or NO ? Yes

LNE for debulking

1-10 mm YES or NO ? Yes

LNE for debulking

> 1 cm NO NO



SYSTEMATIC AORTIC AND PELVIC LYMPHADENECTOMY
VS. RESECTION OF ANY BULKY NODES ONLY IN

OPTIMALLY DEBULKED ADVANCED OVARIAN CANCER:
A RANDOMIZED TRIAL

Benedetti Panici P, Maggioni A, Hacker N et al. (2005), J Natl Cancer Inst 97: 560-565



Systematic LNE in Ovarian Cancer FIGO IIIB/C-IV (Pleura) 

and intra-abdominal residuals ≤ 1 cm showed an advantage 

in Progression Free-Survival  (significant) 

and Overall Survival (not significant)

• % 5 Years: 31.2 vs. 21.6 %

• HRall: 0.75 (p = 0.01)

• HR per protocol: 0.69

• median: + 7 months 

(22.4 vs. 29.4)

49.5 vs. 48 %

0.97 (n.s.)

0.93

+ 2.4 months

(56.3 vs. 58.7)

Benedetti Panici P, Maggioni A, Hacker N et al. (2005), J Natl Cancer Inst 97: 560-565



The potential therapeutic role of lymph node resection 
in epithelial ovarian cancer: a study of 13918 patients

In FIGO 3C stage, on multivariate analysis, the extent of lymph node dissection and 
number of positive nodes were significant independent prognosticators after adjusting 
for age, year at diagnosis, stage, and grade of disease

Chan JK et al. 2007



Lymphadenectomy in E ovarian cancer

Stage Intraabdominal

residual tumor

(Intra-OP)

clinically (intra-OP) /

radiologically (pre-OP) 

negative LN

clinically (intra-OP) /

radiologically (pre-OP)

positive LN ( 1cm)

1-2 A 0 Yes

Staging & complete

resection

2B-3-4 0 YES or NO ? Yes

LNE for debulking 

1-10 mm LNE only in very

selected pts. after adequate 

counselling; mostly no 

LNE

Yes

LNE for debulking 

> 1 cm NO NO



Lymphadenectomy in E ovarian cancer

Stage Intraabdominal

residual tumor

(Intra-OP)

clinically (intra-OP) /

radiologically (pre-OP) 

negative LN

clinically (intra-OP) /

radiologically (pre-OP)

positive LN ( 1cm)

1-2 A 0 Yes

Staging & complete

resection

2B-3-4 0 YES or NO ? Yes

LNE for debulking 

1-10 mm LNE only in very

selected pts. after adequate 

counselling; mostly no 

LNE

Yes

LNE for debulking 

> 1 cm NO NO



Arguments pro LNE 
residual tumor is the strongest prognostic factor in advanced ovarian 
cancer (and the only factor that can be changed)



Arguments pro LNE

• +/- 30% of pts. with FIGO III OC have radiologically inapparent and non 
palpable lymph node metastases
• 28% - Benedetti-Panici P et al., JNCI 2005
• 36% - Spirtos NM et al., Gynecol Oncol 1995
• 21% - du Bois A et al., JCO 2010

• when lymphadenectomy is systematically performed, nearly a fourth of 
patients with ‘early-stage’ ovarian cancer turns out to have retroperitoneal 
lymphatic spread (Maggioni 2006)

• without LNE, the group of pts. with intraperitoneally complete resection 
includes a subgroup of app. 30% who have residuals in non resected
lymph nodes

• Is there role for LNE to „complete“ so-called complete resection ?

• Is there any evidence for this hypothetic model?



Overall survival in pts. with or without lymphadenectomy

(LNE) and no macroscopic (0cm) or small residual tumor 

up to 1cm diameter

Univariate analysis: significant impact of LNE only in no residuals group

A du Bois et al., J Clin Oncol 28, 2010



Overall survival after lymphadenectomy or no lymphadenectomy in pts. 

with no gross residual tumor and without pre-/intra-operative suspect 

lymph nodes clinically (cN0).

Univariate analysis: significant impact of LNE in pts. with non suspect LN and no residual tumor



The role of lymphadenectomy

in advanced ovarian cancer and

complete intraabdominal tumor resection (= optimal 
debulking) and

clinically / radiologically inapparent LN 

is still not fully understood ! – therefore:

actual study = LION



AGO – OVAR OP.3 (LION)
Lymphadenectomy In Ovarian Neoplasms

• epithelial invasive ovarian cancer

• FIGO IIB - IV

• no macroscopic extra- and intra-

abdominal tumor residuals

• no palpable “bulky” lymph nodes

Endpoints: OS, PFS, QoL



Upfront debulking surgery
vs

Interval debulking surgery



…once upon a time ?





• Perioperative moderate/severe morbidity as well as QoL scores were shown to 
be more favourable in NACT/IDS arm than PDS in AEOC patients with very HTL 
[Scorpion trial phase III: fynal analysis, Fagotti A. 2016]

• In women with stage III or IV ovarian cancer, survival with primary 
chemotherapy is non-inferior to primary surgery. In this study population, 
giving primary chemotherapy before surgery is an acceptable standard of care 
for women with advanced ovarian cancer [CHORUS trial ,Kehoe S 2015] 

• Although survival was comparable after primary surgery and neoadjuvant
chemotherapy in the overall group of patients with ovarian cancer in the 
EORTC 55971 trial, we found in this exploratory analysis that patients with 
stage IIIC and less extensive metastatic tumours had higher survival with 
primary surgery, while patients with stage IV disease and large metastatic 
tumours had higher survival with neoadjuvant chemotherapy. For patients 
who did not meet these criteria, both treatment options led to comparable 
survival rates [ van Meurs HS 2013]

• IDS can represent a suitable approach only when the first complete debulking
is not achievable in a tertiary referral hospital. [Vizzielli G. 2015]

…DON’T FORGET



…nearest future



Upfront debulking surgery
vs

Interval debulking surgery





Take home message

R0= optimal R<1 cm near optimal R>1 cm sub-optimal

Preoperative evaluation: Fagotti score (level 2 grade A)

Lymphadenectomy in FIGO IIB-IV, R0, no suspect on node metastasis LION

IDS  ?  no conclusive evidence to determine whether IDS decrease or improve OS 
in advanced OC



Thank you for your attention



A du Bois et al., J Clin Oncol 28, 2010


