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CERVICAL CANCER TREATMENT: SURGERY IN THE EARLY-STAGE

Radical surgery by a gynecological oncologist is the preferred
treatment modality. Laparotomy is the standard approach for
all procedures which include radical parametrectomy [, A].

FIGO staging of cervical cancer

Carcinoma strictly confined to the cervix
Invasive carcinoma with maximum depth of invasion <5mm
A 1Al Stromalinvasion <3 mmindepth
1A2  Stromal invasion > 3 mm and <5 mm in depth
Deepest invasion > 3 mm; lesion limited to cervix uteri with size measured according to maximum tumor diameter
IBl >3 mm depth of stromal mvasion and <2 cm in greatest dimension
[B2 >2cmand <4 comin greatest dimension
[B3 >4 cmin greatest dimension

Invasion beyond the uterus, but no extension into the lower third of the vagina or to the pelvic wall
Involvement limited to the upper two thirds of the vagina without parametrial invasion
I A DAl <4cmin greatest dimension
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Management of stage T1al disease

Management of patients with stage T1al disease should be individualized depending on
the age, the desire for fertility preservation and the presence or absence of LVSI.

In case of positive margins (except for preinvasive disease in ectocervix), a repeat
conisation should be performed to rule out more extensive invasive disease.

Lymph node staging is not indicated in Tlal LVSI-negative patients but can be
considered in Tlal LVSI-positive patients. Sentinel lymph node biopsy (without
additional pelvic lymph node dissection) is an acceptable method of lymph node staging.

Conisation can be considered a definitive treatment as hysterectomy does not improve
the outcome.

Radical surgical approaches such as radical hysterectomy or parametrectomy represent
overtreatment for patients with T1al disease.

o ~f = I
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Management of stage T1a2 disease

In patients with stage T1a2 disease, conisation alone or simple hysterectomy is an
adequate treatment.

Parametrial resection is not indicated.

Lymph node staging can be considered in LVSI-negative patients but should be
performed in LVSI-positive patients. Sentinel lymph node biopsy alone (without
additional pelvic lymph node dissection) appears to be an acceptable method of LN
staging.

Routine completion of hysterectomy is not recommended after conservative
management of stage T1a disease.
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CERVICAL CANCER TREATMENT: LSVI

l Tial I | Tia2 I
LVSI
positive
No LN Conization is conside SLN biopsy can ization is considered SLN biopsy can Conization or SH is an SLN biopsy should Conization or SH is an
staging a definitive treatme be considered efinitive treatment! be considered adequate treatment’ be performed adequate treatment!
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Risk factors for lvmph node metastasis in women with FIGO 2018 1A
cervical cancer with a horizontal spread of > 7 mm

Hans H.B. Wenzel >, Tine H. Schnack *, Maaike A. Van der Aa®, Pernille T. Jensen =,
Claus K. Hpgdall®, Anna Norberg Hardie ¥, Henrik Falconer ¢, Ruud L.M. Bekkers ™', Dutch,
dANish and sweDish gynaEcoLoglecal ONcology (DANDELION) research group

sl Tumour size Depth of invasion pN+ % 95% Cl n Characteristics Odds ratio (95 % confidence interval)
Lymphovascular space invasion
No (ref.)
A sSom |- {1 ) 0.4-3.2% 4/330 Yes 4.26 (2.24-3.32)
Depthof imvsion
& < 3mm (ref.)
R s e 5 s o 073 2001
| Tumou e
\ < 20 mm (ref.)
4 =mm | _.m 0.0-17.1% 1/32 21-40 mm 1.83 (0.57-3.64)
~ Histology
Souanouscel crcinoms et
Lenex  am J— 127 (063249
N1 aaaask 7/
.‘ >7-<20 mm } 2
: S R s

H{ >3-=5Smm |

4.6-24.9% 5/43
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Risk factors for lvmph node metastasis in women with FIGO 2018 1A
cervical cancer with a horizontal spread of > 7 mm

Hans H.B. Wenzel >, Tine H. Schnack *, Maaike A. Van der Aa®, Pernille T. Jensen =,
Claus K. Hpgdall®, Anna Norberg Hardie ¥, Henrik Falconer ¢, Ruud L.M. Bekkers ™', Dutch,
dANish and sweDish gynaEcoLoglecal ONcology (DANDELION) research group

LvsI Tumour size Depth of invasion Histology pN+ % 95% Cl n

{ squamous | (AR  00-41%  3/219

/

o 3om Vo adeno | BRI 00-54% 111

o

[ N} >7<20mm }
o 3=smm_ )+ squamous | ([ IGERIN  00-36%  1/169

\\

{ Adeno | o[ 5% ) 21-109%  6/118
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MANAGEMENT OF STAGES T1b1/T2a1

General recommendation

Treatment strategy should aim for the avoidance of combining radical surgery and radiotherapy
due to the highest morbidity after combined treatment.

Surgical treatment

Radical surgery by a gynaecological oncologist is the preferred treatment modality.
Minimal invasive approach is favored.

The standard lymph node staging procedure is systematic pelvic lymphadenectomy.
Sentinel node biopsy before pelvic lymphadenectomy is strongly recommended.
Combination of blue dye with radiocolloid or use of indocyanine green alone are the
recommended techniques.

Lymph node assessment should be performed as the first step of surgical management.
Intraoperative assessment of lymph node status (frozen section) is recommended. All
sentinel nodes from both sides of the pelvis and/or any suspicious lymph nodes should
be sent for frozen section. If sentinel node is not detected, intraoperative assessment of
the pelvic lymph nodes should be considered.

B <] =
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MANAGEMENT OF STAGES T1b1/T2a1

General recommendation

Treatment strategy should aim for the avoidance of combining radical surgery and radiotherapy
due to the highest morbidity after combined treatment.

' Route of surgery

' Surgical radicality

‘ How to predict adjuvant therapy

‘ Nodal status (LND/SNM)
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CERVICAL CANCER: SURGICAL ROUTE

The European Society of Gynaecological
Oncology/European Society for Radiotherapy and
Oncology/European Society of Pathology Guidelines for
the Management of Patients With Cervical Cancer

David Cibula, MD,* Richard Potter, MD, i Frangois Planchamp, MSc,# Elisabeth Avall-Lundgvist, MD,§
Daniela Fischerova, MD,* Christine Haie Meder, MD, /| Christhardt Kohler, MD,¥ Fabio Landoni, MD,#
Sigurd Lax, MD,** Jacob Christian Lindegaard, MD,{i Umesh Mahantshetty, MD,iF
Fatrice Mathevet, MD,§§ W. Glenn McCluggage, MD,/[|| Mary McCormack, MDY Raj Naik, MD,##
Remi Nout, MD,*** Sandro Pignata, MD,777 Jordi Ponce, MD,iii Denis Querleu, MD, i
Francesco Raspagliesi, MD,§$§§ Alexandros Rodolakis, MD,[[/}/| Karl Tamussino, MD,Y9Y
Pauline Wimberger, MD,#### and Maria Rosaria Raspollini, MID™****

Para-aortic lymph node dissection, at least up to inferior
mesenteric artery, may be considered in locally advanced
cervical cancer with negative para-aortic lymph nodes on
imaging for staging purposes (grade C).

Equivocal extrauterine disease is to be considered for bi-
opsy to confirm or rule out metastatic disease and to avoid
inappropriate treatment. Tru-Cut (core-cut) biopsy is the
preferred option than fine-needle aspiration biopsy be-
cause it allows histological assessment of the tissue.

MANAGEMENT OF STAGE T1a

Diagnosis of Stage T1a Disease

Diagnosis of Tla cancer should be based on a conization
(or excision) specimen examined by an expert pathologist.
Management must be based on an expert pathology review,
with accurate measurement of the maximum horizontal 2
dimensions, depth of invasion, margin status, coexisting

MANAGEMENT OF STAGES T1b1/T2a1l

General Recommendation

* Treatment strategy should aim for the avoidance of
combining radical surgery and radiotherapy because of
the highest morbidity after combined treatment (grade B).

Negative Lymph Nodes on Radiological
tment
= Radical surgery by a gynecologic oncologist is the pre-
ferred treatment modality. Minimally invasive approach is

favored (grade B).

—* The standard lymph node staging procedure is systematic
pelvic lymphadenectomy. Sentinel node biopsy before pel-
vic lymphadenectomy is strongly recommended. Combi-
nation of blue dye with radiocolloid or use of indocyanine
green alone is the recommended technique (grade B).

International /ournal of Gynecolagical Cancer * Volume 28, Number 4, May 2018
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\A’ P Value for
The N E ENGLAND Popadation Disease-free Survival Rate at 45 Yr 95% C1) Diffeence (95% CI|  Noinfesorty
Minimally Invasive Open
JOURNAL o MEDICINE g S
percent percemtage ponts
ESTABLISHED IN 1812 NOVEMBER 15, 2018 VOL 370 NO. 20 Interitionto-treat population 860 (79.7-504) 965 (32.7-584) ey o
o - ) : Per-protocol popedation B71(810-903) 976 (M.1-350) S— 088
Minimally Invasive versus Abdominal Radical Hysterectomy N
for Cervical Cancer e =t
Pedro T. Ramirez, M.D., Michael Frumovitz, M.D., Rene Pareja, M.D., Aldo Lopez, M.D., Marcelo Vieira, M.D., m.:’, smgz:"
Reitan Ribeiro, M.D., Alessandro Buda, M.D., Xiaojlan Yan, M.D., Yao Shuzhong, M.D., Naven Chetty, M.D.,
David Isla, M.D., Mariano Tamura, M.D_, Tao Zhu, M.D., Kristy P. Robledo, Ph.D., Val Gebski, M.Stat.,
Rebecca Asher, M.Sc,, Vanessa Behan, B.S.N., James L. Nicklin, M.D., Robert L. Coleman, M.D., B
and Andreas Obermair, M.D.
1004 Open surgery
g Minimaly invasive
i 0754 wagery
. . [
The results showed that the 4.5-year disease-free survival rate was % ”
86.0% with minimally invasive surgery and 96.5% with open £
surgery. :
E l Hazard ratio for dsease recurrence o death from cervical cancer,
374 5% CL 1.63-858)
P«0.002
nw T L} LJ L L L 1 T L 1
0 05 10 15 20 25 30 315 40 4% 5D
Years since Randomization
No. at Risk
Open surgery m W 86 W I8 M4 3 13 4 90 7
Minimally svasive surgery 9 2 W R 19 155 @ o e o 3
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INTERNATIONAL BOURNAL OF

acatcancer Patterns of recurrence after laparoscopic
versus open abdominal radical hysterectomy Paifents racurring sfter  Patients rcuring afes

open Yo L
Site of recurrence hysterectomy (n=70) hysterectomy (n=35) P value

in patients with cervical cancer: a propensity- | o et iy o

Pelvic lymph nodes

| Pelvic cavily 24 (349%) 26 (7T4%) <0.001
matched analysis Extromods o podes 7 0%
Carcinomatoses 1 (1.5%) B (17%) 0,005
Abdominal 64 (919%) 29 (829%) 0.a7
Distant/hematogencous dissemination 11 (15%) 7 (20%6) 0.59
Giorgio Bogani,' Fabio Ghezzi,? Luis Chiva 2 * Baldo Gisone,* Ciro Pinelli,* Andrea Dell'Acqua,’ Dot oo axprossed In numbar (%)

Jvan Casarin,* Antonino Ditto,’ Francesco Raspagliesi®

Conclusions Patients undergoing laparoscopic radical hysterectomy are at higher risk of developing intrapelvic recurrences and
peritoneal carcinomatosis. Further evidence is needed in order to corroborate our findings.

> Eur J Surg Oncol, 2023 Nov;49(11):107047. doi: 10.T1016/j.9)j8s0.2023.107047. Epulh 2023 Sep 10,

Patterns of recurrence in FIGO stage IB1—-IB2 cervical
cancer: Comparison between minimally invasive and
abdominal radical hysterectomy

Giacomo Corrado ', Luigl Padone Anchora 2, Simone Brunl 2| Isaballa Sperdutl 9, Camilla Certelll 2,

Beanito Chiofalo 2, Andrea Giannini 2, Outtavia D'Oria ®, Nicold Bizzarel 2, Francesco Laggs 9,
Froncesco Cosentino 7 Luigi Carlo Turco 7, Enrico Vizza 3 Giovannl Scambia ®

A
MIS, in FIGO stage IB1-1B2 cervical cancer, is not associated with different relapse patterns

T Conclusions
4445
asane
2045 i compared to ARH, nor with a higher risk of distance metastasis and finally, without significant
e - difference in term of DFS and OS. More studies are needed to determine the factors that modify the
“’“’ site of relapse.

ol rulingraen Lynph nudms (e lagees Oiatant rwlapnes Lo s wkapisms
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CERVICAL CANCER: SURGICAL ROUTE
SRES!5EY

Practice patterns and 90-day treatment-related morbidity in early-stage @
cervical cancer = 3 o

with

Giorgio Bogani**", Violante Di Donato®", Giovanni Scambia®, Fabio Landoni®, Fabio Ghezzi®, Ludovico Muzii®,
Pierluigi Benedetti Panici®, Francesco Raspagliesi®, The investigator of the Italian Gynecological Cancer
Study Group®

Conclusions

of H,

2 Uhh—;ﬁ Invasive M'p»xh

0254

The present investigation highlighted thot in referral centers the shift from minimally invasive to
open radical hysterectomy does not influence go-day surgery-related morbidity. 000

& & F S &£ F
(?‘v‘”w"\f@\*‘@‘\f

Practice patterns and complications of hysterectomy for

i . . £ s
invasive cervical cancer after the Laparoscopic Approach to g 75
Cervical Cancer trial .
Gabriella Schivardi, MD °® - Jvan Casarin, MD ¥ - Elizabeth B. Habermann, PhD ¢ -
Katherine A. Bews, MS ¢ + Carrie L. Langstraat, MD® + William Cliby, MD"® - Giuseppe Cucinella, MD® - " Open
Luigi A. De Vitis, MD"" Pedro T. Ramirez, MD - Giovanni D. Aletti, MD ¢ « Andrea Mariani, MD, MS ®

+ Francesco Multinu, MD, MS'-\""’ & Show less 0

M2 O304 Q020 QMO 02Q3Q4 Q10203 Q4 Q1 Q2 Q3 Q4
2016 2017 2018 2019 2020
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The role of protective monover

B SUCCOR cone study: conization before
» . radical hysterectomy
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Kersti Kukk,* Jordi Ponce."” Jose Anget Mingusz | * Daniel Viazquez-Vicents & @
Teresa Castellanos,® Felix Boria @ * Juan Luis Alcazar @ *' Luis Chiva @ | Tha SUCCOR study
aroup

SUCCOR study: an international European
cohort observational study comparing
minimally invasive surgery versus open
abdominal radical hysterectomy in patients
with stage IB1 cervical cancer

Luis Chiva OO0 " Vvanna Zanagnolo,” Denis Quariew,” Nerea Martin-Calvo,* Juan Aravalao-Sarrana,™ o8
Mihal Emill Capiina,” Anna Fagottl,” All Kucukmetin,”? Constantijne Mom.,” Galina Chakalova,'?
Shamistan Allyav,'’ Maric Malzoni, '’ Fatwice Narducai (00 77 Octavio Araencibia, '
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SURGICAL RADICALITY

ConCerv: a prospective trial of conservative | SariRSN
surgery for low-risk early-stage (VNECOLOGICAL CANCER

cervical cancer

Kathleen M Schmeler 7 " Rene Pareja ' ,* Aldo Lopez Blanco,” Jose Humberto Fregnani,”
Andre Lopes,” Myriam Perrotta,® Audrey T Tsunoda,” David F Cantu-de-Ledn,® Lois M Ramondaetta,’
Tarinee Manchana,” David R Crotzer,’” Orla M McNally,"" Martin Riege,'® Glovannl Scambia,’™

Juan Manuel Carvajal,’ Jullan Di Guillml,’® Gabriel J Rendon ' ['® Preetha Ramalingam,’”

Bryan M Fellman,’® Robert L Coleman,'® Michael Frumovitz " ' Pedro T Ramirez’

Evaluable participants

(=109} HIGHLIGHTS
R — * Conservative surgery was associated with a 3.5% recurrence rate in women with low-risk cervical cancer.
e by T oo » The rate of positive lymph nodes was 5%, with lymph node assessment recommended in this low-risk population.
i | e | D » Further study is needed to determine long-term outcomes and optimal pathologic criteria for conservative surgery.
(n=a4) (n=40) {ne16)
Fositive (N Positive LN . Positive IN

in=2)* B (n=3)* {n=0)

Recurrent disease h‘::"d"" dvlsol “' I::en Recurrent disease
— hysterectom (-

(n=1/42, 2.4%) (r=1)* {n=2/16, 12.5%)

Recurrent disease
(n=0/36, 0.0%)
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CERVICAL CANCER: LESS RADICAL SURGERY

The NEW ENGLAND JOURNAL of MEDICINE

’ ORIGINAL ARTICLE |

Simple versus Radical Hysterectomy in
Women with Low-Risk Cervical Cancer

Marie Plante, M.D,, Janice S. Kwon, M.D., Sarah Ferguson, M.D.,
Vanessa Samouélian, M.D., Gwenael Ferron, M.D., Amandine Maulard, M.D.,
Cor de Kroon, M.D,, Willemien Van Driel, M.D., John Tidy, M.D.,

Karin Williamson, M.D., Sven Mahner, M.D., Stefan Kommoss, M.D.,
Frederic Goffin, M.D., Karl Tamussino, M.D., Brynhildur Eyjélfsdéttir, M.D.,
Jae-Weon Kim, M.D., Noreen Gleeson, M.D., Lori Brotto, Ph.D., Dongsheng Tu, Ph.D.,
and Lois E. Shepherd, M.D., for the CX.5 SHAPE investigators™

Low-rish cervical
cancer 3 defmad by — Arm1l
e Sgusmous cefl Control
sdenocwonoma,
OO W
carmoma .
| > | rearenc
e yeOn O
" = e rate at 3 years
v guon on ME : u‘mm - rimental
" | 2
*  Max doenuon of 3 SagnEy Slmph
b9 1.0 & Hasslopal type (Saumon » ”Ww.
o Grade 13 00 not - ‘
easiatie S Geade )2 3w not assessable)
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SHAPE TRIAL — CONCLUSIONS

57 Median .
follow-up: ’ Simple h
@ . mpie sterectom
g 2 4 4.5 yr : b 4
'E g - Radical hysterectomy
3 '
‘s & :
5.2 :
= E; 24 3T pel'vlchrecurrence:
s : Simp e YSterECtomy' 2.52% lw~ simple hysterectom - agdical nysterectom -
5 ﬁ ol : Radical hysterectomy, 2.17% _ W Simple hysterectomy (N=338) B Radical hysterectomy (N=344) I
= . Difference, 0.35 percentage points %
:  (90% Cl, -1.62 to 2.32) -
0 T T T T T T T T T 1 8
0 1 2 3 A 5 6 7 8 9 10 & 15 P=0.003
- 1 P<0.001
Years ;n 11.0 "
i 810
No. at Risk £
Simple 350 328 311 273 204 133 61 31 14 4 0 § 4.7
Radical 350 329 315 286 208 132 66 31 16 2 0 o
B 0.6
Figure 1. Kaplan—Meier Curves for Pelvic Recurrence. Urinary Incontinence Urinary Retention
beyond 4 Wk beyond 4 Wk

» In early-stage low-risk cervical cancer, pelvic recurrence rate at three years with simple hysterectomy was not inferior to

radical hysterectomy.

* Fewer urological surgical complications following simple hysterectomy

» Better quality of life and sexual health measures were seen following simple hysterectomy
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CERVICAL CANCER: TAILORED SURGERY

Tumor Stromal Type of Radical
Risk Group Size LVSI Invasion Hysterectomy*

Low risk <2 c¢cm Negative Inner 1/3 Bl (A)

Intermediate =2 cm  Negative  Any B2 (Cl)
risk <2 cm Positive  Any

High risk >2 c¢cm  Positive Any C1 (€2)




HOW TO PREDICT THE NEED OF ADJUVANT THERAPY

intact interrupted
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NODAL STAGING

ESGO

European Society o
Gynaecological Oncology

i

—
—_—
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EUROPPEAN JOURNAL OF CANCER

Sentinel lymph node mapping and intraoperative assessment in a

prospective, international, multicentre, observational trial of patients
with cervical cancer: The SENTIX trial
L?_/ ~ David Cibula 2 ' 1 e Roman Kocian ' e Andrea Plaikner » ... Daniela Fischerova ' e Kristyna Nemejcova
\ Christhardt Kohier ¢ Show all authors ® Show footnotes
Type of SLLN involvement SLN [rozen section outcome (%)
Sensitivity [Talse negatives | NPV
Macrometastases 72-4 27-6 97-8
Micrometastases 9-5 90-5 94-7
Isolated tumour cells 0 100 96-7
Macrometastases -+ micrometastases 46-0 54-0 92-5
Macrometastases + micrometastases + i1solated tumour cells 37-1 62-9 89.2

Intraoperative frozen section misses 54% of positive lymph nodes!

Lymphnode metastasis detection rate is doubled with sentinel technique with ultrastaging
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SENTICOL - 2

Senticol

Prospective multicentre study
FIGO IA1LVSI +to IB1
SLN Biopsy + PLND/PALND

92.0% Sensitivity
98.2% NPV

for node metastasis
detection

Senticol 11

RCT, Multicentre

FIGO IA1 LVSI+, IB1, IB2, IIAl

SNL Biopsy alone vs SNL + PLND

Lymphatic morbidity was significantly lower in the
SN arm (31.4%) vs SN+ PLND arm (51.5%; p 0.0046).
3-year recurrence-free survival was not significantly
different (92.0% in SN arm and 94.4% in SN + PLND
arm).

Lécuru, Fabrice et al. Journal of clinical oncology vol. 29,13 (2011): 1686-91.
doi:10.1200/JC0.2010.32.0432

Mathevet, Patrice et al” European journal of cancer (Oxford, England : 1990) vol. 148 (2021):
307-315. doi:10.1016/j.ejca.2021.02.009
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FOCUS ON ONCOLOGICAL

SENTICOL Ill: an international validation study of sentinel node biopsy
in early cervical cancer. A GINECO, ENGOT, GCIG and multicenter

study

Fabrice R Lecuru ', Mary McCormack 2, Peter Hillemanns *, Amelie Anota %, Mario Leitao ®, Patrice Mathevet ¢, Ronald
Zweemer 7, Keiichi Fujiwara ? , Vanna Zanagnolo °, Ane Gerda Zahl Eriksson '°, Emma Hudson ', Gwenael Ferron '? and

Marie Plante '?

Ongoing oS 2026

Sentinel lymph node biopsy versus pelvic
lymphadenectomy in early-stage cervical cancer: a
multi-center randomized trial (PHENIX/CSEM 010)

HuaTu * 7, He Huang * 7, Bingna Xian ', Jibin Li %, Ping Wang ?, Weidong Zhao 4,
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The European Society of Gynaecological Oncology/European Society 2018
for Radiotherapy and Oncology/European Society of Pathology
Guidelines for the Management of Patients with Cervical Cancer

4 < . ESTRO ESG? =‘:E.uropean

E n Sociely for . 1
David Cibula' - Richard Pétter” - Frangois Planchamp? - Elisabeth Avall-Lundqvist* - Daniela Fischerova' - N RXBJBTHOECIQ KP; European Society of Society of

Christine Haie-Meder® - Christhardt Kohler® - Fabio Landoni’ - Sigurd Lax® - Jacob Christian Lindegaard® - o % & ONCOLOGY  Gynaecological Oncology Pathology
Umesh Mahantshetty '° - Patrice Mathevet'' « W. Glenn McCluggage '? - Mary McCormack'? - Raj Naik'* -

Remi Nout'® - Sandro Pignata '® - Jordi Ponce'” - Denis Querleu® - Francesco Raspagliesi'® -

Alexandros Rodolakis'® - Karl Tamussino®® - Pauline Wimberger?' - Maria Rosaria Raspollini*?

5.7.2 Stage T1b2/T2a2 and involved lymph nodes on radiological staging NOw IB3

A Definitive chemoradiotherapy and brachytherapy are recommended in patients with
unequivocally involved PLNs on imaging (see Principles of radiotherapy).

5.7.3 Stage T2b, T3a/b, T4a

A Definitive platinum-based chemoradiotherapy and brachytherapy are recommended (see
Principles of radiotherapy).
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CERVICAL CANCER: EORTC-55994

Treatment Events/Total Median (95% Cl)
— CCRT 119/312 NE (15.0 to NE)

A — NACTS 144314  122(54t0 NE)
80 - + Censor
70 4
= 60 =
P 50 - Pyey
o 40 4 o
301 30 - Treatment Events/Total Median (95% CI
20 20 — CCRT 94/312 NE INE to NE)
10 10 — MNACT-5 104/314 ME {NE to NE)
1 + Censored
| | | | | | T T T T T T
0 2 4 6 8 10 12 0 2 4 [ 8 10 12
Time (years) Time (years)
No. at risk: Mo. at risk:
CCRT 312 230 202 145 107 75 49 CCRT 312 262 228 162 121 84 54
NACT-S 314 203 170 123 94 66 38 NACT-S 314 245 213 157 17 80 43
Median Hazard Ratio Survival Estimates Median Hazard Ratio Survival Estimates
Event/Total  (95% CI)® (95% CI)°® (95% CI)® P Event/Total (95% CI)® (959 cI)P {95% CI)® P
Treatment 010° Treatment .240°
CCRT 119/312  NE(15.0to NE) 0.72(0.57t00.93) 5:665.6(59.9t070.7) CCRT 94/312 MNE (NE to NE) 0.84 (0.64t0 1.12)  5:75.5(70.2 to 80.0}

NACT-S 144/314 1225410 NE) Reference 5:57.0(51.1 to 62.4) NACT-S 104/314 NE (NE to NE) Reference 5:71.7 (66.2 to 76.5)




Neoadjuvant Chemotherapy in Locally
Advanced Cervical Cancer: Review of the
Literature and Perspectives of Clinical Research

ANGIOLO GADDUCCI and STEFANIA COSIO

Authors Stage Histology CT regimen pts DFS OS
Sardi (22) [b>2 cm SCC CDDP + VCR + BLEO? Ib; 41  After 8 years of follow-up  OS: 82%
Ib, 61  After 9 years of follow-up  OS: 80%
Chang (23) [b2-11a2 SCC, AD-ADS CDDP + VCR + BLEOP 68 5-y: 70%
Benedetti (24) [b-I1I SCC different platinum-based regimen¢ 210 5-y: 55.4% 5-y: 58.9%
Huang (25) 1b2-1Ta2 SCC. AD-ADS CDDP + VCR + BLEOd 162 5-v: 65% 5-y: 69%
Buda (26) [b2-1V SCC CDDP +PTX+IFO¢ 96 4-y: T1%
CDDP+IFOf 108 4-y: 65%
Katzumata (27) Tb2-1Ib SCC BLEO + VCR + MIT-C + CDDP2 67 5-y: 59.9% 5-y: 70%
Chen (28) 1b2-11b SCC, AD, ADS CDDP + MIT-C + 5-FUh 72 4-y: T1%
Lissoni (29) Ib2-1Va SCCA CDDP + PTX + IFO® 74 5-y: T1% 5-y: 18%
CDDP + PTXi 80 5-y: 64% 5-y: 72%
Angioli (30) Ib2-11b SCC, AD-ADS CDDP+PTX! 115 5-y: 61% 5-y: T1%
Shoji (31) Ib2-11Ib SCC CDDP+CPT-11m 42 5-y: 67.2% 5-y: 68%
Mori (32) Ib2-1Ib>4cm SCC Nedaplatin+CPT-11" 32 5-y: 78.8 5-y: 89.7%
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CERVICAL CANCER: CHEMO-RADIATION

Induction chemotherapy -

- chemoradiotherapy
Induction chemotherapy followed by standard {2501 i
chemoradiotherapy versus standard chemoradiotherapy T s o
alone in patients with locally advanced cervical cancer (GCIG ) 2z} B

n reasons for fewer than five cycles
INTERLACE): an international, multicentre, randomised Adverse events leading to discontinuation 68 (27%) B(13%)
. Haematological 34 4
phase 3 tl‘lal Non-haematological 20 25
Both 14 4
100 Other reasons not due to toxicity 13 (5%) 20 (8%)
Radiotherapy
Received definitive EBRT on or off trialt 246 (98%) 235(96%)
. Received EBRT on trial 242 (57 %) 231 (92%)
IMRT 102 (42%) G3 (40%)
3DCRT 140 (58%) 128 (60%)
F Recetved extended field EBRT 22 (O%) 20(9%)
i 607 Received brachytherapy 238 (98%) 224(97%)
£ 20 point A 46 (19%) 4522%)
% 3D point A 120 (50%) 107 (48%)
g 40 3D HRCTV D90 72 (30%) 68 20%)
Did not receive brachytherapy on trial 4(Z%) 7 (30%)
Received EBRT boost 3(1%) 6(26%)
204 No boost 1(<1%) 1(<1%)
) Did not receive EBRT on trial 8(3%) 15(8%)
m Smun 0-60 (95% C1 0-40-0-91) Had radiotherapy outside trial 4(50%) 8 (42%)
o . . I I I I I . . . I Ineligible or discontinued 1(13%) 5 (26%)
(] 1z 24 36 48 60 72 B4 ok 108 120 132 No EBRT 1(13%) 1(5%)
Mumber at sk Time since randomisation (months) Unkown 2(25%) 5 (26%)
Ch m'm@& 31 186 1 ) 1 Bh 12 3138 24 {16 & 181 o184 Madim vl Ui e, dws 5 (36-70) & (37-88)
sk S et et e e B e S e A Madian ttal EQNZ, 6y (% a7H Gy 794(69-8) 800714)
chemoradiotherapy Median total HRCTV DGO EQD2 (IGABT) Gy 86-6 868
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CERVICAL CANCER: ICI ERA

Immunotherapy in locally advanced cervix cancer: A critical appraisal of
the FDA indication based on ENGOT-CX11/GOG-3047/KEYNOTE-A18

Neoadjuvant chemotherapy plus camrelizumab for locally
advanced cervical cancer (NACI study): a multicentre, single-

arm, phase 2 trial

Kezhen Li*, jJing Chen™, Yingjie Hu™, Yan-Zhou Wang~*, Yuanming Shen*, Gang Chen™, Wenju Peng, Zixuan Fang, Bairong Xia, Xiaojun Chen,
Kun Song, YingmeiWang, Dongling Zou, Yan-Chun Wang, Yingyan Han, Xue Feng, Jing Yuan, Shuaigingying Guo, Xiaolin Meng, Chenzhao Feng,

Yin Chen, Jie Yang, Junpeng Fan, Jianliu Wang, Jihui AiT, Ding Ma7, Chaoyang Sunt
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CERVICAL CANCER: FERTILITY-SPARING




FONDAZIONE IRCCS
<@{ ISTITUTO NAZIONALE
DEI TUMORI

<=

CERVICAL CANCER TREATMENT -

Chemo-conization in Early-sTage cERvical
caNcer > 2 cm scheduled for fertilltY-
sparing approach: an analysis of the
ETERNITY project

Giorgio Bogani®, Giovanni Scambia®™*, Mario Malzoni®, Jvan Casarin®, Giuseppe Vizzielli®,
Frédéric Amant”, Francesco Raspagliesi®, the Investigators of the ETERNITY Project’
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CERVICAL CANCER:

EARLY-STAGE CERVICAL CANCER
FERTILITY-SPARING SURGERY
MULTIDICIPLINARY APPROACH
REFERRAL CENTERS
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