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Evolution in the management of
cervical cancer

: Simple
Schauta Vaginal Rad Trach Cone &
Vag Rad Hyst Trachelectomy & SN ? SN ?
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Radical Trachelectomy

&VAGINAL approach

Professor Daniel Dargent

© DRE. PLANTE



Oncological outcomes after fertility-sparing surgery for Y(.)

cervical cancer: a systematic review

Enrica Bentivegna, Sebastien Gouy, Am

andine Maulard, Cyrus Chargar], Alecandra Leary, Philippe Marice
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. re . +
Oncological outcomes after fertility-sparing surgery for ()
cervical cancer: a systematic review

Enrica Bentivegna, Sebastien Gouy, Amandine Maulard, Cyrus Chargar, Alecandra Leary, Philippe Morice

Dargent's procedure Abdominal radical trachelectomy

Laparotomic | Apanoscomic

serles and case reports

Musmibssr seres oF @ase reports” 1 28
Mumbsr of patients

Patients exdudedt

Fertility outcomes
Pragnancies

Fetal loss (trimester 1 or 2)
Preterm delivery
Pregrancy rZtey] 216/343((63%) 114/735 (49%) 25752 (48%) 17721 (81%)
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Gynecologic Oncology 121 (2011) 290-297
Contents lists available at ScienceDirect
Gynecologic Oncology

journal homepage: www.elsevier.com/locate/ygyno

The vaginal radical trachelectomy: An update of a series of 125 cases
and 106 pregnancies

Marie Plante *, Jean Gregoire, Marie-Claude Renaud, Michel Roy

Recurrences: 6/125 (4.8%)

Deaths: 2/110 (1.6%0)

Risk factor associated with recurrence

Size of the lesion > 2 cm (p=0.001)
- 10% of ptes had lesions > 2 cm
- Represent 50% of the recurrences

Q
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Gynecologic Oncology 138 (2015) 304-310

Contents lists available at ScienceDirect I
GYNECOLOGIC

ONCOLOGY

Gynecologic Oncology

AT\
e
i 117 o

journal homepage: www.elsevier.com/locate/ygyno

Vaginal Radical Trachelectomy for early stage cervical cancer. Results of

the|Danish National Single Center Strategy
L. Hauerberg ¥, C. Hagdall ¢, A. Loft®, C. Ottosen ? S.F. Bjoern 2 BJ. Mosgaard ?, L. Nedergaard ¢, H. Lajer?

N=120

6 recurrences (5.1%); 2 deaths (1.7%o)
[ patients had lesions >2 cm (5.8 %)

3 recurrences (50%o)
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Long-Term Outcomes After Fertility-Sparing Laparoscopic|Radical
Trachelectomy in Young Women With Early-Stage Cervical Cancer:
An Asan Gynecologic Cancer Group (AGCG) Study
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Radical Trachelectomy

& Careful patient selection
oY of the lesion
&Most iImportant prognostic factor
&Meticulous preoperative evaluation: critical
&MRI: high quality
&Pathology review: expert pathologist
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Radical Trachelectomy

& Considerable evolution in the radical
trachelectomy technique (last 30 years)

&« Proof of concept »

&Radical Trachelectomy now considered
« standard of care » in young women who
wish to preserve fertility
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Primted by Mathisu Viau on 10292018 1:37:01 PM. For perscnal use only. Not approved for distribution. Copyright @ 2018 Mational Comprehansive Cancer Metwork, Inc., All Rights Resersed.

National
Comprehensive  NCCN Guidelines Versioni1.2017 NCCN Guidelines Index
I @@V Cancer

Table of Contenis

Network® Cervical Cancer Diecussion
CLINICAL STAGEP |F'RIMARY TREATMENT (FERTILITY SPARING)® |

Stage 1A1

(no lymphovascular
space invasion
[LVSI])

Cone biopsyf with negative margins®
{preferably a non-fragmented specimen with 3-mm negative margins)¥| ———s See Surveillance (CERV-10)
(If positive margins, repeat cone biopsy or perform trachelectomy)

Cone IJi+:||p5:|,|rf with negative margins®

{preferably a non-fragmented specimen with 3-mm negative margins?)
(if positive margins, repeat cone biopsy or perform trachelectomy)
Stage A1 + pelvic lymph node dissection

(with LVSI) + para-aortic lymph node sampling (category 2B)

and (Consider sentinel lymph node [SLN] mapping)h

Stage A2 or

Radical trachelectomy + pelvic lymph node dissection®
T=Epara-aoraciympirmode sampling [category 2B])

{Consider SLN mapping)h

—— See Surveillance (CERV-10)

Radical trachelectomy

T pelvic lymph node dssection®
+ para-aortic lymph node sampling
(Consider SLN mapping)™

Y

Stage IB19 » See Surveillance (CERV-10)

BSee Principles of Imaging (CERV-AL

dFerility-sparing surgery for stage 1B1 has been most validated for tumeors £2 cm. Small e2ll neurcendocrine histology and adenoma malignum are not considered
suitable tumors for this procedure.

Mo data to support a fertility-spanng approach in small neurcendocrine tumors, gastric type adenocarcinoma, or adenoma malignum (also known as minimal deviation
adenocarcinoma). Total hysterectomy after completion of childbearing is at the patient's and surgeon's discrefion, but is strongly advised in women with continued
abnormal pap smears or chronic persistent HPFY infection.

fCold knife conization {CKC) is the preferred method of diagnostic excision, but loop electrosurgical excision procedure (LEER) is acceptable, provided adequate
margins and proper orientation are obtained. Endocervical curettage (ECC) may be added as clinically indicated.

SMegative for invasive dizease or histologic high-grade squamous intraepithelial lesion (H3IL) at margins.

hSee Principles of Evaluation and Surgical Staging (CERV-B).

'For SLN mapping, the best detection rates and mapping results are in umors =2 cm.

Hote: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: HCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.

Wersion 1.20M7, 90M 0F15 © National Comprehensive Cancer Networt, Inc. 2016, Al ights nesereed. The NCCH Guidelines® and this Tusiration may not be reprosducsd N any form wihout S sxpress wrtien pemission of BOCHE. CERV-2




Radical Trachelectomy

&»|s radical surgery necessary in low risk
small volume disease (< 2 cm) ?
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ess radical surgery

Table 2
Carcinoma of the cervix uteri.

Stage[  The carcinoma i rictly confined to the cervix {extension to the corpus
would be disregarded)
[A Invasive carcinoma which can be diagnosed only by microscopy, with

deepest invasion <5 mm and largest extension mim
Measured stromal invasion o 0 mm in depth and extension of <7.0 mm
invasion o mm and not vith an extension

IB Clinically le lesions limited to the cer uteri or pre-clinical cancers
greater than stage [A *

[IBT] Clinically visible lesion =4.0 cm in greatest dimension

the lower third of the vagina
[IA Without parametrial invasion
[IA1 Clinically visible lesion <4.0 cm in greatest dimension
[IA2 Clinically visible lesion =4 cm in greatest dimension
[IB With obvious parametrial invasion
Stage [II The tumor extends to the pelvic wall and/or involves lower third of the
vagina and, or causes hydronephrosis or non-functioning kidney
[11A Tumor invo ives lower third of the vagina, with no extension to the pelvic wall S

[IIB Extension to the pelvic wall and/or hydronephrosis or non-functioning
kidney
Stage IV The carcinoma has extended beyond the true pelvis or has involved (biopsy
proven) the mucosa of the bladder or rectum. A bullous edema, as such, does
not permit a case to be allotted to Stage IV
Spread of the growth to adjacent organs
Spread to distant organs

1A2 IB1

FIGO Staging
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L_ess radical surgery

IB1, 3cm
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L_ess radical surgery

A2 IBL. 3 cm
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Author Year

Kinney [13] 1995
Covens [14] 2002
Stegeman [15] 2007

Wright [16] 2008
Frumovitz [19] 2009

|_ess radical surgery

i i i Diri
Contents lists available at ScienceDirect ['GYNECOLOGIC

| ONCOLOGY

Gynecologic Oncology

journal homepage: www.elsevier.com/locate/ygyno

Review

Conservative management of early stage cervical cancer: Is there a role for less
radical surgery?

Kathleen M. Schmeler *, Michael Frumovitz, Pedro T. Ramirez

Department of Gynecologic Oncology, The University of Texas M.D. Anderson Cancer Center, 1155 Herman Pressler Drive, Houston, TX 77030, USA

Low-risk criteria

Squamous histology only, tumor <2 cm, no LVSI* 83
All histologies, tumor <2 cm, DOI** <10 mm, negative pelvic lymph nodes 536
Squamous, adenocarcinoma, adenosquamous or clear cell histology, 103
tumor <2 cm, DOI** <10 mm, no LVSI*, negative pelvic lymph nodes

All histologies, tumor|<2 cm, no LVSI*, negative pelvic lymph nodes 270

Squamous, adenocarcinoma or adenosquamous histology, tumor <2 cm, no LVSI* 125

*LVSI: lymphvascular space involvement AI I retros pectlve d ata N — 1117

**DOI: depth of invasion

Parametrial involvement
in low-risk group (%)

0.0%
0.6%
0.0%

0.4%
0.0%

<1%
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L_ess radical surgery

&All retrospective data
&No prospective randomized trials
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GYNECOLOGIC

CANCER INTERGROUP
)
An Organization o[.l_ntcyn .

atbonal Cooperative
necakgic Cancers

Groups for Clinical Trisks i Gyn

The SHAPE Trial

Comparing radical hysterectomy and pelvic
node dissection against simple hysterectomy
and pelvic node dissection in patients with
low risk cervical cancer

Chair: Marie Plante
Laval University, Quebec City
A CCTG Clinical Trials Group proposal for the
Gynecological Cancer Inter Group (GCIG)
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Trial Schema

Low-risk cervical cancer as defined by:
. 5{_11131110115 ce]l. :-'1{1'5'1101: arcinoma,
carcinoma
A2 ?md 111¢:ujlified
< 10mm stromal invasion on - —=>Pelvic relapse
LEEP/cone
< 50% stromal invasion on MRI Arm 2 (Experimental)

ARM 1 (Control)
Radical Hysterectomy*

Simple Hysterectomy™

Regardless of treatment assignment. surgery will include pelvic lymph node dissection with optional sentinel
lymph node (SN) mapping. If SN mapping is to be done. the mode is optional. but the laparoscopic approach is
preferred.

Planned sample size:| 700 [non-inferiority at 0.05 level with 80% power)
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L_ess radical surgery

&Perhaps radical surgery is NOT
necessary is small volume lesions...
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L_ess radical surgery

a&Simple Trachelectomy / Cone
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Types of fertility sparing surgery

Fig. 1 Types of fertility-sparing surgery: 4 large cone, B/ simple
trachelectomy, B2 endocervical loop, C vaginal radical trachelectomy
and D abdominal radical trachelectomy or laparoscopic radical
trachelectomy
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Simple trachelectomy

25 year old woman GO
Very early cervical cancer
Minimal endocervical involvement
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Simple trachelectomy
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o
Simple Vaginal Trachelectomy
A Valuable Fertility-Preserving Option in Early-Stage Cervical Cancer

Marie Plante, MD, Marie-Claude Renaud, MD, Alexandra Sebastianelli, MD, and Jean Gregoire, MD

N=35
Nodes : negative except 2 with ITC
2/3 had NRD or in situ disease only

1 recurrence & death
25 pregnancies
72% delivered > 36 weeks
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Oncological outcomes after fertility-sparing surgery for
cervical cancer: a systematic review

v, Sebastien Gouy, Amandine Maulard, Cprus Chargar, Alecandra Leary, Philippe Marice

simple trachelectomy or
Done resection

Serles and case reports
Mumbser serles or @se reports”
Number of patients
Patients exdudedt
Tumowr characteristics
Sm@aget
Mot Included

Dther, mixed, or unknoam 157
L5l posithve At least 71
oncological cutoomes
Reourrent diseass
Cied from disezse
Fertility outcomes
Fragnancles
Fetal loss (trimester 1or 2)
Preterm delivery

Pregriancy ratef] 1526 (57%) © DRE. PLANTE



Gynecologic Oncology 132

Contents lists available at ScienceDirect

GYNECOLOGIC
ONCOLOGY

Gynecologic Oncology

journal homepage: www.elsevier.com/locate/ygyno

Review

Management of|low-risk|early-stage cervical cancer:

Should conization, simple

trachelectomy) or simple hysterectomy replace radical surgery as the new standard

of care? ™

Pedro T. Ramirez **, Rene Pareja °, Gabriel J. Rendén °, Carlos Millan €,

Michael Frumovitz ¢, Kathleen M. Schmeler ®

4 Department of Gynecologic Oncology and Reproductive Medicine, The University of Texas MD Anderson Cancer Center, Houston, TX 77030, USA

* Department of Gynecologic Oncology, Instituto de Cancerologia Las Américas, Medellin, Colombia
“ Department of Gynecology, Hospital Quiron, Murcig, Spain
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L_ess radical surgery

& Meticulous/careful patient selection is of
utmost importance

- Preoperative pelvic MRI
c Expert pathology review

© DRE. PLANTE



Preoperative pelvic MRI
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Expert pathological assessment

&Diagnostic LEEP and cone
o Several LEEPs...

&Margins status
aSeveral pieces
&»|s the lesion truly < 2cm and < 10mm deep ?

&Danger Is to perform conservative
treatment in more extensive cervical cancer
and end-up with cancer recurrence...
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Conization|in Early Stage Cervical Cancer
Pattern of Recurrence in a|l0-Year|Single-Institution Experience

Federica Tomao, PhD, MD,*{ Matteo Maruccio, MD, *{ Eleonora Petra Preti, MD,* Sara Boveri, MD, *
Enzo Ricciardi, PhD, MD,*t{ Vanna Zanagnolo, MD,* and Fabio Landoni, PhD, MD*

TABLE 2. Requrrences

Patlent DFS, Site of
I e Age” Stage™ Hitotype LVSI miit s R ecurrence Tests Posidwe Treatmsent Status

i7 LA SCC = 56 Carvix SCC clinical examination biopsy BT + BT WED
i3 B SO0 + 2] Carvix Papemicolaou test biopsy RS + CTRT + BT MED
il B S0C - 13 Cervix Papamicolaou test biopsy Rie-coniz MED
37 [H] Audlke = 14 Cervin HIP% test Pagsan icolaou test biopsy, PET, MEI Be-coniz + CTRT + BT NED
24 [H] Hudlke = 22 Cervin Papemicolaou test biopsy, FET, US, MRI Pl ooz MED
34 (42  Adenosg — 2] Cervix Papamicolaou test biopsy CTRT WED
14 [B] S0C fivcal 14 Pelvic lymph node | MRL 15, Biopsy T ED

* A fler surgery she underweni aduvani chematheragny with cashoplatin (AL ) and pac]tdams] 90 mgml on days 1 0 8 every 3 wesks

{hargms of recomtion were postve.

Adenoag, adenosdquamous; Adk, adenocarcinome; CT, chemolherapy; CTERT, chemorathation; DIFS, drease Fee suraval; M RI, magnedic resomance imsggng; mits, monihs; NELD,
nol avident dizease; BT, radiotheragry; 3200, squamows cell carcmoma; LIS, ulrasonographic eocemamdion.

N=54; 76% IB1
6/7 recurrence were local (cervix)

© DRE. PLANTE



Follow-up

“*Post trachelectomy / cone
+ Need for PROLONGED FOLLOW-UP
» EXperienced gyn-onc / colposcopists
+ HPV testing and vaccination
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www.impactjournals.com/oncotarget/ Oncotarget, 2017, Vol. 8, (No. 28), pp: 46580-46592

Oncologic and obstetrical outcomes with fertility-sparing
treatment of cervical cancer: a systematic review and meta-
analysis

Qing Zhang'?*, Wenhui Li%5*, Margaux J. Kanis?}, Gonghua Qi!, Minghao Li*,
Xingsheng Yang! and Beihua Kong*'?2

60 studies: 17 cone and 43 RT
N=2854 patients; 375 cone and 2479 RT
Stage 1B1: 449% cone vs 80% RT

Recurrence rate:
- Stage 1A: 0.4% vs 0.7%
- Stage IB1: 0.6% vs 2.3%

CONCLUSION: Fertility-sparing treatment including CON or RT for eCC is feasible
and carefully selected women can preserve fertility and achieve pregnancy resulting

in live births] CON seems to result in better pregnancy outcomes than RT with similar

rates of recurrence and mortality.
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Fertility results and pregnancy
outcomes after conservative
treatment of cervical cancer: a
systematic review of the literature

Enrica Bentivegna, M.D.,® Amandine Maulard, M.D.? Patricia Pautier, M.D.,® Cyrus Chargari, M.D., Ph.D.,’
Sebastien Gouy, M.D., Ph.D.,” and Philippe Morice, M.D., Ph.D.” o

- Review of 2777 patients; 944 pregnancies
Overall fertility rate: 55%

Pregnancy rate:
Better after vaginal RT compared to abdominal RT

Prematurity (38%o):
- Significantly lower after ST/Cone versus RT

Live birth rate: similar (70%0)




Prospective trials

aConcerv
&>G0G-278
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L
GYNECOLOGIC

C C CANCER INTERGROUP
An Organization of Loternational Cooperative
Groups for Clinical Trisks in Gynecakgic Cancers

Cervical Cancer-Conservative Management
Cone/Simple Hysterectomy + SLN Only

Stage 1A2-1B1 (<2 cm) LVSI (-); SCC G1-3; ADK G1-2
Study Design: Prospective Phase I

Sponsor(s): None

Planned No. of patients: 100

Other important information: 14 Sites Overall

Primary: MD Anderson
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Philip J. DiSaia, M.D. Larry A, Copeland, M.D.

Erows Chaie Frows Miee Chair

Administratiee Office Fimamnce,/Development Office
e Gynecologic Oncology Group 2127 Espey Court
1600 lahn F. Kennedy Bowl evard, Suite 1020 Suite 100

Fhiladel phia, Pennsylvania 19103 Crofton, Maryland 21114

Phone: 215-B54-0770 Fax: 215-854-0715 Fhone: 410-721-T176 Fax: 301-261-3372
Laura L. Reese Mary C. Shamp
Executive Directar af Operations Chief Finandal Officer

PROTOCOQOL GOG-0278
EVALUATION OF PHYSICAL FUNCTION AND IQUA_LITY OF LIFE (QOL)|BEFORE
AND AFTER NON-RADICAL SURGICAL THERAPY (EXTRA FASCIAL
HYSTERECTOMY OR CONE BIOPSY WITH PELVIC LYMPHADENECTOMY) FOR
STAGE IA1 (LVSI+) and IAZ2-IB1 (< 2CM) CERVICAL CANCER
NCT Version Date O07/10/2012

POINTS:
PER. CAPITA - 20
MEMBERSHIP - &

STUDY CHAIR STUDY CO-CHAIR
ALLAN COVENS, MD JEANNE CARTER, PH.D.
ODETTE CANCER CENTER See GOG Website Directory
2075 BAYVIEW AVE, T2051

TORONTO, ONTARIO M4N 3MS5 STATISTICIAN

PHONE: (416) 480-4378 SHAMSHAD ALI, MS
FAX: (416) 480-6002 See GOG Website Directory

Email:al.covens{@sunnybrook.ca

NURSE CONTACT

JILLIAN KNAZEK, RN

UNIVERSITY HOPSITALS CASE MEDICAL CTR
DEPT OF GYN ONCOLOGY

11100 EUCLID AVE, ROOM MAC-7128
CLEVELAND, OH 44106

216-844-8787

FAX:216-844-8596

Email: jillian.knazek{m U/Hhospitals.org



SCHEMA

Women with|lA1-B1 [2cm) carcinoma of the cervix
who have been consented for surgery

will be approached for study participation and entered on study.,

N=220

Conization|with pelvic

Simple hysterectomy

lymphadenectomy with pelvic
[fertility preservation) lymphadenectomy
Group (no wish for future fertility)

Group

Medical Information/Physician Checklist: Medical Information/Physician Checklist:

Medical extraction form CTCAE v, 4.0 criteria Medical extraction form CTCAE v. 4.0 criteria
Preoperative Study Survey (15 min to complete): Preoperative Study Survey (15 min to complete):
Bladder and Bowel Function Items Bladder and Bowel Function [tems

Female Functioning Index & 2 PROMIS items Female Functioning Index & 2 PROMIS items
GCLQ - Gyn Cancer Lymphedema Questionnaire GCLO - Gyn Cancer Lymphedema Questionnaire
Functional Assessment Cancer Therapy FACT-Cx Functional Assessment Cancer Therapy FACT-Cx
Impact of Events Scale (IES) Impact of Events Scale (IES)

Conization Group only Reproductive Items (ICF & RCS)




Simple Trachelectomy-Cone

aValuable less radical option for women
with LOW-RISK small volume disease

r <2Cm
aPatient selection critical
aL.ong-term follow-up essential
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Conclusion

&Change FIGO classification?
c Sub-divide stage IB1

ea: <2cm ° -
eb: >2cm -
<4cm
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FIGO CANCER REPORT 2018

WILEY et 69,

Cancer of the cervix uteri FIGO

Neerja Bhatlal* | Daisuke Aoki?| Daya Nand Sharma®| Rengaswamy Sankaranarayanan®

TABLE 1 FIGOD staging of cancer of the cervix uteri (2018).

Description

The carcinoma is strictly confined to the cervix [extension to the uterine corpus should be disregarded)
Imvasive carcinoma that can be diagnosed only by microscopy, with maximum depth of invasion <5 mm®
fMeasured stramal invasion <3 mm in depth

Measured stromal invasion 23 mm and <35 mm in depth

Invasive carcinoma with measured deepest invasion =3 mm (greater than Stage |A), lesion limited to the cervix uter™

Inwasive carcinoma =5 mm depth of stromal imvasion, ang <2 cm in greatest dimension

Inwasive carcinoma =2 cm and <4 cm in greatest dimension

Imwasive carcinoma =4 cm in greatest dimension

The carcinoma invades beyond the uterus, but has not extended onta the lower third of the vaging or to the palvic wall
Inwohiement limited to the upper two-thirds of the vagina without parametrial involvement

Imwasive carcinoma <4 cm in grestest dimension

Imwasive carcinoma =4 cm in grestest dimension

With parametrial imsobrement but not up to the pebvic wall

The carcinoma innvalves the lower third of the vagina and/or extends to the pelvic wall and/or causes hydronephrosis or nonfunction-
ing kidney and/or involves pelvic and/or para-aortic lymph nodes”

The carcinoma involves the lower third of the vagina, with no extension to the pehic wall

Extenszion to the pelvic wall and/or hydronephrosiz or nonfunctioning kidney (unless known to be due to another cause) I TCS and

Invohsement of pelvic and/or para-aortic ymph nodes, irrespective of tumor size and extent (with r and p notations)

Pelvic lymph node metastasis only m | C FO m etS
Para-aortic lymph node metastasis eXCI uded

The carcinoma has extended beyond the true pelvis or has invohied (biopsy proven) the mucosa of the bladder or rectum. (A bullous
edema, as such, does not permit a case to be allotted to Stage V)

Spread to adjacent pelbvic organs
Spread to distant organs
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Evolution in the management of
cervical cancer

: Simple
Schauta Vaginal Rad Trach Cone &
Vag Rad Hyst Trachelectomy & SN ? SN ?
TPLN RP LN SLN Neoadjuvant
dissection dissection | mapping Chemotx ?
| | | | |
1900 1980 1990 2000 2010
Wertheim Abdominal Rad
Abd Rad Hyst Trachelectomy

Laparoscopic Rad
Trachelectomy

Robotic Rad
Trachelectomy
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