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Ovarian cancer



Surgery studies under activation - ongoing CITORIDUZIONE SECONDARIA

IRFMN-OVA-9369 - La citoriduzione secondaria nel carcinoma ovarico nell’era della 
terapia di mantenimento:  studio multicentrico, osservazionale, retrospettivo 

• Obiettivo principale: valutare l’influenza della terapia di mantenimento in 
prima linea, dell’intervallo libero dal trattamento con platino e dello status 
BRCA/HRD sulla reale fattibilità di una citoriduzione secondaria completa.

• PI: Francesco Raspagliesi

• Centri partecipanti: 16

• Approvazione CET 4 Lombardia: 30/04/2024 > autorizzazione completata INT 
Milano: ottobre 2024, primo centro attivato



Surgery studies under activation - ongoing CITORIDUZIONE SECONDARIA

• GOG-0213 (neg), DESKTOP3 (pos OS/PFS), SOC-1 (pos PFS and OS when crossover analysis considered)

• 2 RCT: identified a group that can benefit from SCRS on PFS and OS



Surgery studies under activation - ongoing CITORIDUZIONE SECONDARIA

AGO criteria:
• R0 debulking at primary surgery 

• Ascites <500 ml

• ECOG PS 0

Complete gross resection: 75.5%

OS 61.9% vs 46%

DESKTOP III



Surgery studies under activation - ongoing CITORIDUZIONE SECONDARIA

SOC1 iMODEL (aim <4.7) and PET-CT imaging:

• FIGO stage (stage III/IV, 0.8), 

• R at initial surgery (>0 cm, 1.5),

• Platinum free interval (<16 months, 2.4), 

• Ascites <500 ml (present, 3.0)

• ECOG PS 0-1 ([ECOG] 2–3, 2.4), 

• Ca125 at Rec (>105 U/mL, 1.8),

Complete gross resection: 76.7%

> PFS and > OS after crossover analysis



Surgery studies under activation - ongoing CITORIDUZIONE SECONDARIA

Why DESK-PARP?

• No maintenance (Bev/PARP) era

• No info on BRCA/HRD

• Chemo sensitivity after or under PARP is extremely different!

• Are these models still applicable?

• Gemelli 2019: SCS + CHT+ PARP improves TFST (time to first subs. treatment), PRS 
(post recurrence survival), ~46 cases BRCA mut

• IN ADDITION: possible to consider patients previously treated with IDS as eligible for 
SCRS? In the DESKTOP study only patients undergoing PDS were recruited and in the 
SOC-1 study only 18% after NACT-IDS, a rate that is no longer realistic.



Study Design

• Multi-centric, observational, retrospective

• 500 patients expected

Inclusion criteria

• >18y

• Relapsed high grade epithelial ovarian cancer

• AGO_OVAR DESKTOP criteria met:

o Ascites < 500 mL:

o ECOG = 0

o Residual tumor= 0 (comprehensive of IDS 

patients)

• Surgical time 2017/2023  

• Maintenance treatment PARP/Beva

Surgery studies under activation - ongoing CITORIDUZIONE SECONDARIA

Exclusion criteria

• Palliative surgery 

• AGO_OVAR DESKTOP 

criteria not met

• NACT at relapse

• Non secondary surgery



Site PI Status Patients

1
Fondazione IRCCS - Istituto Nazionale Tumori, 

Milano
Francesco Raspagliesi Active 53

6 AOU Parma, Parma Vito Andrea Capozzi Active 14

2 Humanitas, Istituto Clinico Catanese, Catania Fabio Ciancio Active

4 Istituto Oncologico Veneto, Padova Elisa Pizzolato Active 2

5 Arcispedale S. Maria Nuova, Reggio Emilia Vincenzo Dario Mandato Active 2

3 ASST Alessandro Manzoni, Lecco Silvia Corso Active 2

7 Ospedale Michele e Pietro Ferrero, Verduno Alessandro Buda Active 1

8 Spedali Civili, Brescia Federico Ferrari Agreement under signature

9 IRCCS Fondazione San Gerardo, Monza Robert Fruscio Agreement under signature

10 Policlinico Careggi, Firenze Massimiliano Fambrini Agreement under signature

11 AO S. Anna, Como Maria Paola Odorizzi Agreement under signature

12 Istituto Europeo di Oncologia, Milano Alessia Aloisi Agreement under signature

13 Città della Salute - Ospedale S. Anna, Torino Dionyssios Katsaros Agreement under revision

14 CRO di Aviano , Aviano Antonino Ditto Agreement under revision

15 AO Ordine Mauriziano, Torino Annamaria Ferrero Submitted to CE 10 Oct 2024

16 AOU Padova, Padova Matteo Marchetti Submitted to CE /agreement under revision

17 ASST Garda P.O. Manerbio, Manerbio Luca Bazzurini To be submitted

Surgery studies under activation - ongoing CITORIDUZONE SECONDARIA
Update (23 June)



Endometrial cancer





Surgery studies under activation - STREAM-1

ENGOT-en22 / STREAM-I Surgical Treatment In Advanced And Recurrent
Endometrial CAncer Management

Design

Evaluation of preoperative clinical and translational selection criteria 

for cytoreductive surgery (CRS) in endometrial cancer (EC)

Retrospective descriptive, non-interventional, multicenter study

(patients undergoing CRS for EC between 01/2011 and 12/2020)

• Primary diagnosis of advanced EC and peritoneal metastases (FIGO IV)

• Diagnosis of recurrent EC undergoing cytoreductive surgery 

Tumor material: 

a. Requesting FFPE tumor blocks from Study Centers

b. Evaluation of molecular subgroups according to TCGA 

c. Slides für RNA/DNA isolation, establishing TMAs 

Primary Objective

Identification of clinical selection criteria to predict complete cytoreduction

in patients with advanced or recurrent endometrial cancer 



Background 

• At first diagnosis EC, approximately 20% are already in advanced stages (FIGO III-IV)
and up to 15% of the patients will relapse

• Residual tumor lesions with areas of poorly vascularized cells may be hard to access for
systemic treatment but can be removed by cytoreductive surgery (CRS)

• Only few studies exist regarding CRS in advanced and recurrent EC. Mostly single-center,
retrospective studies showed an advantage by CRS, but all studies had only small
patient groups and a range between 18-75% for complete cytoreduction was described
depending on the FIGO stage and other mostly unknown factors

Bristow et al, Gynecol Oncol, 2000

Barlin et al, Gynecol Oncol, 2010
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Courtesy of I. Betella



Promising for upcoming prospective trials on CRS in advanced and/or recurrent EC 

(STREAM-II/-III) 





Surgery studies under activation - STREAM-1

ENGOT model: A

Sponsor: AGO Study Group

Planned no. of sites: ~ 63

Planned no. of patients: ~ 800

Group Country No sites

planned

No sites

activated

No sites

active

No patients

planned

No patients

recruited

AGO/NOGGO Germany 28 20 7 566 98

United 

Kingdom

1 1 1 60 2

AGO-Austria Austria 5 0 0 108 0

BGOG Belgium 4 0 0 82 0

CEEGOG Czech

Republic

4 1 0 201 0

Hungary 1 0 0 25 0

Slovenia 1 0 0 15 0

GINECO France 4 0 0 95 0

ISGO Israel 1 0 0 40 0

MaNGO Italy 10 0 0 172 0

SwissGo Switzerland 12 4 2 154 2

71 26 10 1518 102

Global Update April 2025



Surgery studies under activation - STREAM-1

List of MaNGO sites interested (to be confirmed)
1 Manerbio ASST Garda

2 San Fermo Ospedale Sant'Anna

3 Firenze AOU Careggi

4 Milano Istituto Europeo di Oncologia

5 Milano Istituto Nazionale Tumori

6 Milano Ospedale Niguarda

7 Parma AOU Parma

8 Reggio Emilia Ospedale S. Maria Nuova

9 Torino Ospedale Mauriziano

10 Monza Ospedale S. Gerardo

11 Lecco Ospedale Manzoni

The MaNGO coordinating unit has just 
received the intergroup agreement to 
officially delegate MaNGO for the 
submission of the study in Italy.

The activation process in Italy is restarting, a 
confirmation of intrerest will be sent to all
sites



Cervical cancer



Surgery studies under activation – G-LACC



• Successful MIS RCT in endometrial, gastric and colorectal CA - What’s different

in cervical cancer?

• Use of uterine manipulator through large tumor mass/peritoneal seeding-

technical issues?

• Subgroup analysis needed: tumor size, histology, surgery type (typ II-III RH), 

surgeon and institutional volume

• High performing open surgery arm: 2-10% in prior large studies

• Surgical Proficiency: LACC required only 10 prior cases of MIS RH (vs 30-50 +)

• Apparent low LACC trial partecipation in countries where MIS is surgery of 

choice

• Short term follow-up of 0-75 months

LACC Trial – Unanswered Questions



Open question for tumor >2 cm

MIRH, including RRH, was associated with lower
perioperative morbidity and faster recovery



Following the alarming results of the LACC study, data were extracted from the

Swedish Quality Register for Gynecologic Cancer

Among 852 women treated during 2011-2017, no difference was observed for 

disease-free survival between minimally invasive surgery (n = 628) and 

laparotomy (n = 263) considering that all women in the former group were treated by 

robotic surgery. Additionally, the study highlighted that RRH was associated with 

lower intraoperative blood loss and shorter postoperative recovery times.

Similar data were obtained from the Danish database

“Danish Gynecological Cancer Database.”

Alfonzo E, et al. Eur J Cancer. 2019

Only 15.6% in LACC trial and 21.5% in SUCCOR trial of the procedures in the MIS 

arm were performed with robotic radical hysterectomy



Robotic-assisted surgery



The Chinese LACC trial plans to randomly assign 1448 patients in 28 centers in China to undergo MIS 

(robot-assisted or laparoscopic RH) or abdominal RH with the requirement of experienced 

surgeons.Strict guidelines for preventive maneuvers and possible tumor hygiene are not implemented. 





• The MaNGO surgery group expressed interest to 
participate  and the coordinator/sponsor 
(Hannover Medical School) is informed

• The MaNGO sites list is under defintion (INT-
Milano, AUO Padova, Catania Humanitas already
expressed interest)

• "The Sponsor is willing to cover the insurance 
costs for the Italian sites and is actively seeking a 
solution, as the German Cancer Aid funds are not 
available for this purpose.“

• MaNGO is in contact with the coordinator to 
receive soon documents/instructions for the 
activation

Surgery studies under activation – G-LACC

• 31 German sites under contract
• 24 German sites with 

recruitment approval
• 7 national sites in the setup 

phase
• 46 patients have been enrolled 

at 14 sites 

Activation statusGlobal update:

Hannover Medical School





• International guidelines differ in staging modalities to assess para-aortic lymph node 
status in locally advanced disease cervical cancer 

• PET/CT is the most accurate imaging exam to assess para-aortic lymph node 
involvement. However, PET/CT underestimates para-aortic lymph node metastasis, and 
fails to detect small volume disease <5 mm

• PET/CT false-negative results in the para-aortic area have been recorded in <5% of 
patients without pelvic lymph node involvement, and in 20–30% of patients with 
pelvic lymph node uptake 

• For this reason, ESGO and NCCN guidelines consider para-aortic lymph node dissection 
as an option for staging purposes in patients with positive pelvic nodes and negative 
para-aortic lymph nodes on pre-treatment FDG-PET/ CT. In contrast, prophylactic 
extended-field chemoradiation may be considered to overcome the PET/CT false 
negative rate in para-aortic lymph nodes 



• RT could result in overtreatment and unnecessary toxicity in approximately
75% of patients with positive pelvic lymph nodes and negative para-aortic
lymph nodes on pre-treatment PET/CT

• The high morbidity rates of extended-field chemoradiation associated with
conventional radiotherapy have been largely reduced since the use of
intensity modulated radiation therapy (IMRT) extended-field
chemoradiation, with toxicity rates ranging from 4–10%



Pre-therapeutic lymphadenectomy will be performed no later than 3 weeks

after PET/CT via the laparoscopic extraperitoneal or transperitoneal approach

using either traditional laparoscopy or robotically-assisted laparoscopy.

Lymph node dissection will be performed from the common iliac bifurcation to

at least the inferior mesenteric artery.

Chemo-radiation will start 7 to 10 days after surgery and a maximum 3

weeks after surgical staging.



Surgery studies under activation - PAROLA

Update April 2025
• The MaNGO surgery group expressed interest to 

participate

• The MaNGO sites list is under defintion (INT-
Milano, Policlinico Catania, S.Anna Torino 
already expressed interest)

• Insurance is not provided by the Sponsor. An 
insurance quotation will be required soon by 
MaNGO CTU. The approval of MaNGO CTS will
be required to use MaNGO funds

• MaNGO is waiting for documents/instructions
from the coordinator



Vulvar cancer



• 10-20% present with locally advanced VC (LAVC). Patients with LAVC present with
larger tumours (T3 or T4), extensive nodal disease and/or tumours with close proximity
to the urethra or anal sphincter.

• Primary surgery in these patients often involves exenteration of all or part of all pelvic
organs leading to a colostomy or urinary diversion.

• For some patients with LAVC, surgery is not possible due to comorbidities or due to the
size or localisation of the tumour.



Background 

• In the last decade, primary chemoradiation (external beam radiotherapy
combined with cisplatin) has emerged as an alternative and organ-sparing
treatment option for these patients.

• Chemo-radiation -> LIMITED EVIDENCE AND EFFICACY

• This treatment is also associated with high morbidity, consisting of
desquamation of the vulvar skin, pain, dermatitis, urinary toxicity and
gastro-intestinal toxicity.



Background 

• Neo-adjuvant chemo (NACT) have limited but promising data in gyn
cancer and LA vulvar cancer

• NACT+surgery is oncologically safe, potentially more effective than
primary CTRT in establishing long lasting locoregional control, and
associated with less treatment-related morbidity.



Participants

INCLUSION CRITERIA

• ≥18 y

• Histologically-confirmed primary or recurrent squamous cell carcinoma vulvar cancer FIGO stage II – IVa, T2 or 
higher, any N, M0

• The local tumor size or localization of the tumor must require treatment through primary chemoradiation, or 
extensive surgery, meaning surgery damaging pelvic organs, exenterative surgery or irresectable groin metastases

• WHO PS 0–2 

• Adequate hematological, hepatic, and renal function, no pregnant 

EXCLUSION CRITERIA

• Patients will be excluded if they have positive pelvic nodes, previous RT pelvis or groins, or have existing neuropathy 
which will hinder the administration of chemotherapy.



TREATMENT ARMS
• ARM1 Standard treatment weekly cisplatin 40 mg/m2 combined 

with 30 fractions of external beam radiotherapy on the primary 
tumor with a total dose of 64.5 Gy (total of 6 weeks) 

• Patients with clinically tumour negative LN or cytologically proven 
positive LN ≤ 2cm (or with 1 positive SLN): irradiation treatment of 
the groin(s) and pelvic area (up to the common iliacs)

• If a patient presents with bulky nodes (>2 cm), groins debulking
might be performed before the start of chemoradiation.

• ARM 2 NACT followed by surgery Paclitaxel 175 mg/m2, followed 
by carboplatin AUC 5, q3w,  3-4 cycles (with evaluation after 2 
courses of chemotherapy by physical examination)

• Radical surgery in responding patients (4–6 week interval after last 
CT). 

• If indicated, adjuvant radiotherapy of the vulva and/or groin(s) can 
be performed after surgery.

• Treatment response: gynecological examinations, including 
pictures with a ruler in two directions during the treatment 
protocol, and MRI after finishing the treatment protocol.

• Follow-up including physical examination and adverse events.

Vulvectomy+ mono/bil

IF-lymphadenectomy

98 pts



Surgery studies under activation - VULCANIZE

• The study is active in Netherlands. The sponsor would expand the network to other EU countries

• MaNGO surgery group expressed interest to participate

• The MaNGO sites list is under defintion (Brescia Spedali Civili, S.Anna Torino, Policlinico Catania, INT-
Milano, S.Gerardo Monza)

• Insurance is not provided by the Sponsor. An insurance quotation will be required soon by MaNGO CTU. 
The approval of MaNGO CTS will be required to use MaNGO funds.


