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A landmark study

Open: June 2008
Accrual: 631
Closed: June 2017*

Stage IA1 LVSI,
1A2, IB1
Squamous,
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Adenosquamous
Cervical Cancer
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Radical Hysterectomy

MIS RH, compared to open surgery
» Recurrence rate 1 (HR, 3.74; 95% CI, 1.63-8.58; P=0.002)
= Mortality rate 1 (HR, 6.00; 95% CIl, 1.48-20.3, P=0.004)

Ramirez PT et al. N Eng J Med 2018

Phase Ill Randomized Trial of Laparoscopic or Robotic
Radical Hysterectomy vs. Abdominal Radical Hysterectomy

in Patients with Early-Stage Cervical Cancer:
LACC Trial

Pedro T. Ramirez, Michael Frumovitz, Rene Pareja, Aldo Lopez, Marcelo Vieira, Reitan Ribeiro, Alessandro
Buda, Xiaojian Yan, Kristy P Robledo, Val Gebski, Robert L. Coleman, Andreas Obermair
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N= 312 |
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Unexpected result !
e 319 Reimbursement of abdominal RH ?
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PRINCIPLES OF EVALUATION AND SURGICAL STAGING?

Types of Resection and Appropriateness for Treatment of Cervical Cancer

* Treatment of cervical cancer is stratified by stage as delineated in the Guidelines.

*» Microinvasive disease, defined as FIGO stage IA1 with no LVSI, has less than a 1% chance of lymphatic metastasis and may be managed
conservatively with cone biopsy for preservation of fertility (with negative margins) or with simple hysterectomy when preservation of
fertility is not desired or relevant. The intent of a cone biopsy is to remove the ectocervix and endocervical canal en bloc using a scalpel.
This provides the pathologist with an intact, non-fragmented specimen without electrosurgical artifact, which facilitates margin status
evaluation. If a loop electrosurgical excision procedure (LEEP) is chosen for treatment, the specimen should not be fragmented, and care
must be undertaken to minimize electrosurgical artifact at the margins. The shape and depth of the cone biopsy may be tailored to the size,
type, and location of the neoplastic lesion. For example, if there is concern for invasive adenocarcinoma versus adenocarcinoma in situ
in the cerwcal canal the cone blopsy would be desngned as a narrow, long cone extendmg to the mternal osin order not to m|ss possnble
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* The standard and recommended approach for radlcal hysterectomy is with an open abdommal approach (category 1). A prospective
randomized trial* demonstrated that minimally invasive radical hysterectomy was associated with lower rates of disease-free survival
(DFS) and overall survival than open abdominal radical hysterectomy. Moreover, two recent epidemiologic studies also demonstrated that
minimally i mvaswe radical hysterectomy was associated with shorter overall survival than open surgery among women with stage I1A2-IB1

cervical cancer.® See Discussion for additional details.

details for the most commonly used types of hysterectomy are described in Table 1 (see CERV-C 5 of 7).

* The standard and recommended approach for radical hysterectomy is with an open abdominal approach (category 1). A prospective
randomized trial* demonstrated that minimally invasive radical hysterectomy was associated with lower rates of disease-free survival
(DFS) and overall survival than open abdominal radical hysterectomy. Moreover, two recent epidemiologic studies also demonstrated that
minimally i mvasnve radical hysterectomy was associated with shorter overall survival than open surgery among women with stage I1A2-1B1
cervical cancer.’ See Discussion for additional details.
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MIS RH, compared to open surgery
Tumor>2cm Recurrence rate 1 (HR, 2.31; 95% CI, 1.37-3.90)

MIS RH, compar n surger :
S compared to open surgery = Mortality rate 1 (HR, 2.26; 95% Cl, 1.18—4.36)

» Recurrence rate 1 (HR, 2.07; 95% CI, 1.35-3.15)

= Mortality rate 1 (HR, 2.42; 95% CI, 1.34-4.39
4 T ’ ) Tumor<2cm MIS RH, compared to open surgery

= Recurrence rate = (similar)
= Mortality rate = (similar)



MEMORY study:

MulticEnter study of MIS vs Open
Radical hYsterectomy

M.M. Leitao, et al. Gynecologic Oncology 166 (2022) 417-424
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The MEMORY Study: MulticentEr study of Minimally invasive surgery
versus Open Radical hYsterectomy in the management of early-stage
cervical cancer: Survival outcomes
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Results

* Flow chart of the study population

Overall (N=1093)

MIS (N=715, 65%) OPEN (N=378, 35%)
|

LRH(N=141, 20%) RRH (N=558, 78%)

Converted to laparotomy (N=16, 2.2%)

M.M. Leitao, et al. Gynecologic Oncology 166 (2022) 417-424



3-yr PFS / OS for the MIS and OPEN cohorts

1

proportion surviving
01 02 03 04 05 06 07 08 09

o

PFS by Surgery Group OS by Surgery Group

95.8% vs 96.6%

87.9% vs 89% HR, 1.05; [95% CI: 0.66-1.67; P=0.8]

HR, 0.92; [95% CI: 0.66-1.27; P = 0.6]

— MIS
== Open
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- = Open
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| This study showed that an MIS compared to OPEN RH by an experienced
| gynecologic oncologist for cervical cancer did not appear to compromise ’

L T——

MIS:

v ONCOlogic outcomes, with similar PFS and OS.

Open.or s

M.M. Leitao, et al. Gynecologic Oncology 166 (2022) 417-424



MACC trial (MIS Approach to Cervical Cancer)

A Phase Ill Randomized Clinical Trial of Laparoscopic or Robotic RH
using cancer cell spillage minimizing techniques vs Abdominal RH
In Patients with Early-Stage Cervical Cancer



Study Design

 Study Hypothesis: There is no difference in survival prognosis between “open

radical hysterectomy” and “cone + microinvasive radical hysterectomy” in 2018
FIGO stage IB1-IB2 cervical cancer

 Study Design: Phase Il RCT (non-inferiority, confirmatory)



Study Objective

« Primary Objective: 5-year progression-free survival rate

« Secondary Objective : 3-year progression-free survival rate, 5-year overall
survival rate, Safety of performing radical hysterectomy after conization, Surgery-
related complications, Readmission rate, reoperation rate, mortality rate, Quality
of life.



Study Schema

Cervical cancer diagnosed

Exclusion
1V
------ »: Visible tumor >4 cm
: Histologic types other than squamous,
{ adenosquamous, and usual-type adenoca§

Gynecologic
examination

MRI Pelvis and other imaging studies

! Exclusion
i Distant metastasis
------ »i Involvement of parametrium (11B)
: Lymph node metastasis (111Cr)
: Tumor >4 cm

Radiologic
examination

2018 FIGO stage 1A2-1B2

L~

1' endpoint: 5-yr PFS rate
2' endpoint: 3-yr PFS, 5-yr OS rate, Safety, Complications

Sentinel allowed
Ut manipulator allowed

Open RH MIS RH

More than one should be applied

1. Vaginal colpotomy and extraction

2. No manipulator

3. Vaginal closure before main
procedure

4. Use endo GIA before colpotomy

5. Tape vaginal suture before colpotomy

6. Conization preop or intraop




Statistics

 Calculation of the number of study subjects (two-tailed test)

Index of comparison 5-year PFS rate
Predictive value in control group 88%

Expected difference Non-inferiority
Statistic a 0.05; B 0.2; 2-sided
Number of patients needed 215 per group, 430 in total
Estimated registration period 3 years
Estimated follow-up period 8 years

 Early termination of the study : Determined according to the results of the interim
analysis performed when enrolling 100 and 200 patients.



ROCC/GOG3043 trial (ncro4s331580)

R;)CC

° GOG-3043 (ROCC Trial)
A Randomized Controlled
Trial of Robotic versus Open Radical
Hysterectomy for Cervical Cancer

GOG ezeamer GOG »wnens
#GOGROCC
Pl: Kristin Bixel
Mario Leitao

IA2-1B2 (FIGO 2018) (4cm cutoff
- Histology: SCC, adeno, adenosquamous

- MRI required
- Uterus <12 cm

Randomized 1:1

Robotic radical

N

Open radical
hysterectomy* +
LN assessment
(N=420)
*Tumor containment
Primary Outcome: 3 year DFS
Secondary outcomes: DSS/OS, patterns

of recurrence, complications,
lymphedema, PRO’s

hysterectomy* +
LN assessment

\
(N=420) ;
]

GOG rovionon

Sample size ; 840 patients

Primary endpoint
; 3-yr DFS

From March 2022 to August 2029

No use of uterine manipulator

Preop MRI



ROCC/GOG3043 trial (ncro4s331580)

» Acceptable tumor containment methods
v Colpotomy performed entirely vaginally after intracorporeal radical dissection is completed.

v" Vaginal mucosal layer developed and sutured together over the cervix and tumor either
at the beginning of the procedure or after radical dissection completed robotically.

v" Closure of the vagina using robotic stapling device or circumferential suture around the
vagina.



In MACC trial..

» Acceptable tumor containment methods ; More than one should be applied

1. Vaginal colpotomy and extraction

2. No manipulator

3. Vaginal closure before main procedure
4. Use endo GIA before colpotomy

5. Tape vaginal suture before colpotomy

6. Conization preop or intraop



Issues

 Why now ?

» Robotic / laparoscopic advantages over laparotomy
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