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Overview: Best of ESGO 2019

The Best of ESGO 2019 project highlights the most relevant data
presented at the world’s biggest gynaecological oncology event in 2019:
the 21st International Meeting of the European Society of Gynaecological
Oncology.

The abstracts chosen for this presentation and discussion reflect the
foremost clinical research and strategies in oncology that will impact our
patient care.

The slides report the most recent relevant findings in the management of
gynaecological malignancies presented in Athens, November 2019.
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Radiotherapy instead of
inguinofemoral lymphadenectomy
R 2013 in vulvar cancer patients with
a metastatic sentinel node:
results of GROINSS-V II

-- M. Oonk et al.
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Objectives

OBJECTIVES Treatment-related morbidity is still a major problem in the patients with
a metastatic SLN, since they all have to undergo IFL. GROINSS-V II was started with
the intention to find a treatment with less morbidity for patients with a metastatic
SLN.

The aim of the current study In order to reduce treatment-related morbidity, the
Groningen International Study on Sentinel nodes in Vulvar cancer (GROINSS-V) II
investigated whether radiotherapy is a safe alternative for inguinofemoral
lymphadenectomy (IFL) in vulvar cancer patients with a metastatic sentinel node
(SN).
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Methods (1)

METHODS

Prospective international multicenter
phase II trial (2005-2016) with stopping SN
rules for a number of groin recurrences negative

Follow-up

Inclusion:

* Primary macroinvasive SCC of the vulva
* Unifocal tumour < 4 cm
* No suspicious nodes at imaging

Radiotherapy groins
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Methods (2)

METHODS Amendment of the protocol:
In June 2010 the stopping rule for

patients with a metastatic SLN was SN

activated. negative Follow-up

Interim analysis: increased risk for
patients with metastastases > 2mm MR s e

and/or extranodal tumor growth_ inguinofemoral lymphadenectomy (IFL)

Micrometastasis:
radiotherapy (RT)
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Results: Groin recurrence rate in patients with

groin recurrence rate in patients with

groin recurrence rate in patients with
MICROMETASTASES IN SLN treated with MACROMETASTASES IN SLN treated with

radiotherapy vs no adjuvant therapy vs IFL

radiotherapy vs IFL

* no adjuvant therapy> IFL (P<0,05)

_ _ radiotherapy > IFL (P<0,05)
* no adjuvant therapy > radiotherapy (P<0,05)

« IFL vs radiotherapy (p>0,05)

TREATMENT-RELATED MORBIDITY

* SN only < SN +RT < SN+IFL
« SN only < SN +RT < SN+IFL
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Conclusions

Radiotherapy to the groins in patients with SN metastasis <2mm results in very

low groin recurrence rate.

Radiotherapy to the groins is associated with minimal treatment-related toxicity

in the majority of patients.

For patients with SN metastasis >2mm, radiotherapy with a total dose of 50Gy

is no safe alternative for IFL.
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Enhanced recovery after surgery in advanced
ovarian cancer: a prospective randomized trial

-- JL. Sanchez-Iglesias et al.
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Objectives & Methods (1/2)

OBJECTIVES METHODS
The primary goal of the study was to Advanced ovarian carcinoma.
compare in a prospective randomized trial the (FIGO Stage IIB-IVA)

enhanced recovery after surgery (ERAS) vs
conventional perioperative care in terms of

Randomization

reduction in Median Length of Hospital Stay Conventional Enhanced recovery
(LOH). The secondary outcomes were the perioperative care after surgery
type of intra- and postoperative 49 patients with 50 patients with
complications, readmissions rate, and . primary CRS (21) . primary CRS (22)
mortality within the 30-days follow-up period. * recurrent CRS (12) - recurrent CRS (8)
* interval CRS (16) * interval CRS (20)
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Methods (2/2)

ERAS Protocol

Preoperative Postoperative Intraoperative

« pre-admission counselling » early mobilization (24-48h)  ERAS based anesthetic

- nutritional status assessment - clear liquid intake (+6h) and protocol

- administration of 35mg of protocolized diet * no nasogastric intubation
maltodextrin 3h before surgery « early (24h) urinary catheter « no systematic use of

- no mechanical bowel removal drainages

preparation
* no preanesthetic sedatives
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Results

Overall compliance with the ERAS protocol was about 91 %.

No significant differences between the two groups related to operative time, blood
loss, or cytoreduction rate.

The ERAS group had a median length of hospital stay of 2 days shorter as
compared to the classic group (7 days vs 9 days, p=0,009).

No significant differences in the complications rate or re-interventions (30 days
post-operative follow up period).

The ERAS group had a lower rate of readmissions as compared to the CM
group (6% vs 20.4% p=0,03).
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Conclusions

The ERAS protocol results in a shorter hospital stay due to earlier recovery, and a
lower rate of readmissions with no increase in morbidity and mortality.
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% A Ovarian cancer detection

combining an innovative catheter

15 for uterine and tubal lavage with
ultra-sensitive TP53 sequencing

Award

-- P. Speiser et al.
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Objectives

To present rationale for the study aiming to investigate potential of
Lavage Concept for the screening of high risk for ovarian cancer
women for occult high-grade serous carcinoma (HGSC) or serous tubal
intraepithelial carcinoma (STIC) based on the 3 (already) finalized and

published studies.
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Background & Methods (1/3)

Proof of principle study n 1 (Maritschnegg E et 15- _— as
al. J Clin Oncol. 2015 ): BCTNGT W FIKOAT
W FBXW7 PPP2R1A

.e . - - W FGFR2 PTEN

» Cells shed from Miillerian duct cancers, including Binas  Wess

10 ~

OC and EC, can be collected through a lavage of
the uterine cavity, in which tumour-specific
mutations can be detected through massively
parallel sequencing.

No. of Identified Cases

* 60% of patients with OC had mutations in their
lavage samples detected with the NGS approach.

| | | ]
. N N N 0— y Y .
» Singleplex analysis of mutations previously N oI~ ol EC Banigh
determined in corresponding tumour tissue led to et ibution of e by et m
. . . . . ISTripution Or genes alrecte Yy mutations: a mutation
further identification in 24 (800/0) of 30 patients of the TP53 gene was the most important marker in

with OC. identifying ovarian cancer (OC)
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Background & Methods (2/3)

Proof of concept study n 2 (Maritschnegg E et al.
Int J Gynecol Cancer. 2018):

 Uterine and tubal lavage (UtL) performed with the new
catheter fulfills all prerequisites for a screening test.

« Specimens can be collected reliably, even after a
short training.

» The procedure was proven to be safe and feasible to
use in a clinical or outpatient setting.

» The uterine and tubal lavage took 6.5 minutes on

average.

- The amount of extracted DNA was above the lower Sketch of the catheter for uterine and tubal lavage. It is
imi iti - i i carried out by passing a small catheter through the cervix,
Ilmlt fOf' a senS|t|ve, deep Sequencing mutation followed by concurrent flushing and aspiration with 10 mL
analysis in all cases. of saline.
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Background & Methods (3/3)

Proof of concept study n 3 (Salk 1] et al. Cell
Rep. 2019):

« Ovarian cancer can be detected by ultra-accurate
sequencing of uterine lavage DNA.

« However, low-frequency TP53 mutations also
exist in normal tissue of healthy women.

« TP53 mutations are increasingly selected for with
age, revealing somatic evolution.

« Age-associated, cancer-like mutations challenge
specificity for cancer detection.

Uterine lavage

* ca |||‘ ||II||‘
/e |

/0 cancer :
Middle age Old age

Neutral TP53 mutations

| Cancer-like TP53 mutations

[ Tumor TP53 mutations

# of muations

/¥ e

v -

Healthy tissue
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Results & Conclusions

Planned study: Uterine Lavage for Ovarian cancer Early detection — L.O.V.E. Trial
Phase II Study on Sensitivity and Specificity of the Lavage Concept

Aim of the study Study endpoint
« Investigate potential of Lavage Concept for the screening of « STIC or occult HGSC on RRSO

BRCA 1 mutation carriers for occult HGSC or STIC - Spontaneous HGSC development
Eligibility criteria « End of the study
« ages eligible for study: 35 years to 70 years Statistics
Inclusion criteria  Lifetime incidence for HGSC ~45%
« BRCA1 mutation carriers * Occult HGSC or STIC at RRSO is 7%

« Specificity of 294%, sensitivity = 80%
« 150 events requiring ~2000 patients

Exclusion criteria
« pregnant, incapacity, tubal ligation

Study intervention
« yearly uterine and tubal lavage under local anesthesia
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Dose-dense neoadjuvant chemotherapy followed
by sentinel node mapping and laparoscopic pelvic
lymphadenectomy and simple trachelectomy in
cervical cancer — update results

-- H. Robova et al.
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Objectives & Methods

OBJECTIVES

Fertility-sparing surgery is safe only if tumour doesn’t exceed 2 cm in the biggest
diameter. When the tumor bigger, surgery must be more radical (abdominal
trachelectomy type C2), but pregnancy results aren’t promising.

The aim of the study was to verify if neoadjuvant chemotherapy (NAC) followed by
simple trachelectomy could be an option for these patients.
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40 patients with cervical cancer
MethOdS (28 1B2 and 12 1B3)
MRI/US volumometry
More than 20 mm < 2/3 of stromal invasion

LAP 3 - DOSE-DENSE CHEMOTHERAPY

- Squamous cell cancer (SCC) AL = T el G Elnelis)

Cisplatin 75mg/m?2 (day 1)
Ifosfamid 2g/m?2 max. 3 g (day 2) _ _
. Laparoscopic assessment of sentinel node
 interval 10 days
« 3 cycles chemotherapy (dose-dense) ————

- Adenocarcinoma (AC) negative positive
Cisplatine 75mg/m2 + Adriamycin 35mg/m?

(day 1) "parametrectomy" o el
. i + laparoscopic
interval 10 days T e hysterectomy C1/C2

« 3 cycles chemotherapy (dose-dense) B

Interval between 1st day of chemotherapy negative positive

and surgery was 43 days (36-46 days)
' Simple Open radical
trachelectomy hysterectomy C1/C2
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Results

ONCOLOGICAL OUTCOME PREGNANCY OUTCOME
 Recurrence rate 5/29 women (17.2%) + 29 women (72.5%) - fertility was saved

» 4 local recurrences (3 AC, 1 SCC) - (3 of them lost fertility after treatment
« 1 distant recurrence - ovary (SCC) of recurrence ) — definitively fertility was

. Mortality 3/29 women (10.3%) (2 saved in 26 women

SCC, 1 AC) « 23 pregnancies in 19 women (pregnhancy
rate 95%)

« 16 women delivered 19 babies
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Conclusions

Oncological results in NAC followed by simple trachelectomy in cervical cancers
bigger than 2cm are acceptable (mortality rate 10.3%) and pregnancy results are
excellent (pregnancy rate 95.0%), but still it is experimental protocol for full

instructed women.
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SUCCOR study: an international european cohort

observatio

nal study comparing minimally

invasive surgery versus open abdominal radical

hysterecto

my in patients with stage IB1 cervical

cancer operated in 2013-2014

-- L. Chiva et

al.
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Background

Minimally invasive surgery (MIS) was adopted as an alternative to laparotomy for
radical hysterectomy in patients with early-stage cervical cancer before obtaining

solid evidence regarding its effect on survival.

A recent randomized trial from Ramirez et al. (LACC trial) showed a survival
advantage if radical hysterectomy was performed with open approach, compared

with minimally-invasive approach.
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Objectives & Methods

THE AIM OF THE STUDY WAS TO:

« Retrospectively compare DFS at 4.5 years in patients who underwent a laparoscopic
or robotic radical hysterectomy (MIS) vs. abdominal radical hysterectomy (TARH)
for stage IB1 cervical cancer in European countries (2013-2014).

« Explore causal association between specific surgical protective manoeuvres and risk
of relapse (manipulator, vaginal closure, etc.).

METHODS
« Retrospective observational cohort study across ESGO members (111 centres)

« A propensity matching score to balance all the relevant variables that were found
significant to modify the rate of relapse (n=245 patients after 123 matchings)
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Results (1/3)

SURVIVAL FUNCTION SURVIVAL FUNCTION
1.0 1.0 “_*—*—‘T'-;_ . i : iﬁ M
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0.4 0.4
0.2
MIS MIS
HR: 1.94, CI 95 % (1.05-3.58), p= 0.033 N = 123, 29 events HR: 4.25, CI 95 1.4-12.9), p= 0.010 N =123, 15 events
DFS at 4.5= 76 % DFS at 4.5 DFS at 4.5= 87 %
0.0
0 20 40 60 80 0 20 40 60 80
DFS DFS
DFS in both groups open and MIS after propensity OS in both groups open and MIS after propensity
matching score matching score

¥
:
= 5

: {1 3 L 3 RS [
WWW.esgo.org Be




Results (2/3)

OPEN V5. MIS <2 CM OPEN VS. MIS >2 CM

1.0 ‘._n.'p"_":l_,_, 1.0
.. T T .
0.6 0.6
u i
a &
0.4 0.4
0.2 0.2
OFS DFS
DFS in both groups open and MIS after propensity matching DFS in both groups open and MIS after propensity matching
score in patients with tumour <2cm (MRI-US max diameter) score in patients with tumour >2cm (MRI-US max diameter)
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DFS

Results (3/3)

SURVIVAL FUNCTION

1.0

0.8

0.6

0.4

0.2

0.0

HR: 2.65, CI 95 9

1.10-3.84), p= 0.023

WITH MANIPULATORN W/O MANIPULATOR

N =152, 14 events
DFS at 4.5y = 90.8 %

N =173, 33 events
DFS at 4.5y = 80.8 %

20

40

60

DFS

Impact of using manipulator on DFS in MIS
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Conclusions

Patients with IB1 <4cm cervical cancer that underwent radical hysterectomy by MIS
showed a significantly higher risk of relapse and death.

Patients with tumours smaller than 2 cm and those with previous cone biopsy did not
show differences in DFS by the surgical approach.

The use of a uterine manipulator in MIS impacted the DFS negatively in this population.

Patients that underwent radical hysterectomy by MIS without using a manipulator
showed the same outcome that those operated by open surgery.

Protective maneuvers to avoid tumour spillage at the time of the colpotomy in MIS
improved the DFS in these patients (e.g. vaginal cuff formation).
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nase III PAOLA-1/ENGOT-o0v25 : maintenance
aparib with bevacizumab in patients with newly

lagnosed, advanced ovarian cancer treated with

8

atinum-based chemotherapy and bevacizumab

as standard of care

-- P. Harter et al.
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Background

First-line bevacizumab in combination with chemotherapy and followed by
bevacizumab maintenance is the current standard of care for most patients with

newly diagnosed advanced ovarian cancer (AOC).

The PARP inhibitor olaparib showed a PFS benefit as first-line maintenance
monotherapy for patients with a BRCA mutation (BRCAmM). It is also well known that
homologous recombination repair deficiency (HRD) affecting response to olaparib is

not limited to BRCAm and is present in ~50% of high-grade serous ovarian tumours.

SeE 7 b | 1= Esc@zm?




Objectives & Methods

The aim of the study was to evaluate the efficacy and safety of maintenance therapy
with a PARP inhibitor in patients with AOC regardless of BRCA mutation status who
are receiving first-line standard-of-care treatment including bevacizumab.

OIELERBNEN RN D) PWAEINOEEEYAR | + bevacizumab’

Maintenance therapy ‘

Placebo x2 years (N=269) + bevacizumab’

Stratification « Tumour BRCAm status?® « First-line treatment outcomef

METHODS

FIRST LINE

FIGO stage III-1V
Surgery (upfront or interval)

Platinum-taxane based
chemotherapy

>3 cycles of bevacizumab
NED/CR/PR

Randomization
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PFS IN PATIENTS WITH tBRCA MUTATION

Resu |tS (37.2vs 21.7 months)
100

gz 7 :
25 ] :
- _ 1 |
PFS BY INVESTIGATOR ASSESSMENT gz Ol .. . N
&5 4 | :
Olaparib + Placebo + 28 - : !
100 = bevacizumab bevacizumab £8 5 i !
90 — (N=537) (N=269) a5 | 3
U T 1 1 II 1 T 1 II 1 T T 1 T 1 1
Median PFS
80 — ’ 22.1 16.6 03 6 9 121518212 27 30 33 36 30 42 4
months No. at risk Months since randomization
Tﬂ— Olaparib 157 154 150 148 144 138 117 110 76 58 31 19 7 1 0
Placebo 80 78 72 66 59 52 41 36 22 13 7 4 1 1 0

HR 0.59
(95% CI 0.49-0.72; P<0.0001)

N

PFS IN PATIENTS WITH HRD POSITIVE STATUS
(37.2 vs 17.7 months)

Patients free from disease
progression and death (%)

1004
90 1
2 80 :
g,-":g 70- :
E: 60 - 1
OT— T 71T T T T T T T T T T T T T 1 E5 ol ______ N S S I
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 E_gm_ !
. . - o 1
No. at risk Months since randomization 5 & 3 :
Olaparib 537 513 461 433 403 374 279 240 141 112 55 37 12 3 0 & 8 207 : i
Placebo 269 252 226 205 172 151 109 8 50 35 15 9 1 1 0 10 ! !
0 T T T I T T T I T T T T T T 1
. . . . . 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
PFS was significantly increased in the olaparib arm (22,1 vs 16,6 . Months since randomization
months), HR 0.59 (95% CI 0.49-0.72; P<0.0001) (59% maturity) e R Y E T
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Conclusions

Addition of olaparib to bevacizumab maintenance therapy following first-line standard-
of-care bevacizumab maintenance treatment led to a statistically significant and
clinically meaningful PFS benefit in patients with advanced ovarian cancer. The PFS
benefit in patients with a tBRCAmM and in HRD-positive patients was substantial.

Exploratory subgroup analyses showed that all patients had PFS benefits regardless of
disease stage and previous NACT; further biomarker analyses in both subgroups are
ongoing.

The safety profile of olaparib in combination with bevacizumab was generally
consistent with previous trials of each drug and the addition of olaparib did not impact
on bevacizumab tolerability and HRQoL.
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Results from neoadjuvant chemotherapy followed

by radical surgery compared to chemoradiation
for stage IB2-IIB cervical cancer -EORT GCG 55994

-- S. Greggi et al.
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Objectives & Methods

Conflicting evidence exists on the value of neoadjuvant chemotherapy followed by surgery
compared to concomitant chemoradiation (CT-RT) in stage IB2-11B cervical carcinoma

The aim of the study was to compare OS and PFS of patients with stage IB2, IIA, or IIB
cervical cancer treated with neoadjuvant cisplatin-based chemotherapy followed by radical
hysterectomy vs standard therapy comprising concurrent radiotherapy and cisplatin-based
chemotherapy.

Arm 1: N=314
NACT + Surgery

Arm 2: CTRT N=312

Neoadjuvant cisplatin-based chemotherapy
(=225 mg/m?2) followed by rad. hysterectomy

CERVICAL CARCINOMA

FIGO Stage IB2,

ITIA >4cm, IIB Concomitant radiation and chemotherapy

45-50 Gy plus boost + weekly 240mg/m?2 cisplatin

Randomization

METHODS

e M= |||l BesrofEsc.szq




Similar results in

ReSU |tS eligible and per

protocol population

PROGRESSION FREE SURVIVAL OVERALL SURVIVAL

100 .. . - . 100
Statistically significant difference at year 5 No statistically significant difference at year 5
20 A =9% (2% - 18%), p=0.017 90 A =4% (-3% - 12%), p=0.257
80 | HR 1,37 (95%CI = 0.57- 0.93) ~ HR 1,18 (95%CI=0.64-1.12)
70 | 70 |
60 | 60 |
50 | L 50 |
40 | 40 |
s ] e oo S esmen ] e e
20 4 NACT+Sy n = 314 57.0% 20 + NACT+Sy n = 314 71.7%
10 | Overall Score test: p=0.012 CTRTX n =312 119 65.6% 10 | Overall Score test: p=0.254 CTRTx n=312 94 75.5%
O T T T T T 1 (years) 0 T T T T T 1 (years)
0 2 4 6 8 10 12 0 2 4 6 8 10 12
0O N Number of patients at risk : Treatment O N Number of patients at risk : Treatment
144 314 203 170 123 93 66 = NACT+Sy 104 314 245 213 157 116 80 = NACT+Sy
119 312 230 202 145 107 75 = CTRTX 94 312 262 228 162 121 84 = CTRTX
* 626 pts
« median FU = 8.7 yrs Acceptable toxicity in both arms:G3-4 short-term tox > in the
* no difference in baseline clinical characteristics NACT+S arm, long-term > in the CTRT arm
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Conclusions
These preliminary results revealed no difference in 5-year OS between
NACT+S and CTRT.

PFS benefit interpreted with caution (potential delayed detection of rec/pr following
RT). Nevertheless, a significant (7-9%) advantage in PFS for CTRT detected in
both, mostly due to Stage IIB.

Trend for better results for NACT+S in stage Ib2, for CTRT in Stage IIB

Quality of life analysis is not yet available.
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Child development at 6 years after maternal cancer
diagnosis and treatment during pregnancy

-- T. Vandenbroucke et al.
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Objectives & Methods

OBJECTIVE

The goal of this study was to assess
« cognitive development

* health problems and

 cardiac structure/function

in children after 6 years who were born to mothers with cancer during pregnancy
compared to a control group from healthy mothers with uncomplicated pregnancies.

METHODS
Data from the registry of the International Network of Cancer, Infertility and Pregnancy

132 children at the age of 6 born after an uncomplicated pregnancy and delivery (73,5%
prenatally exposed to chemotherapy) compared to 132 children of a control group.
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COGNITIVE DEVELOPMENT

Results o

: o0 % / » b
HEALTH PROBLEMS B // . A. Z
a0 ;/"3 = ; ,/,/
« Children in the treatment group were 3 times - % Z
more likely to wear glasses (14.9% vs 4.2%) - !%j m/f fﬂ {j
- Cisplatin lead to hearing loss in 3 out of 14 Py me
children | e g _
; %
CARDIAC FUNCTION 4 me——

« No difference in cardiac evaluation

Raw subtest score
w

AN \\\\\Q—]'

st

1
2
1
0

Verbal memory span  Verbal working memory Visuospatial short term  Visuospatial long term
memory memory

@ Chemotherapy-exposed group @ Control group

« Although within normal ranges, the mean Verbal IQ
score was lower (6 points) (p<0,05)

. « Lower score for visuospatial long-term memory
WWW.esgo.0rg (p<0,05)




Conclusions

Special attention for the evaluation and additional stimulation of early language
development in these children may be advised to prevent delay in language

development and verbal intelligence.
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On the value of a prognostic Tumour Score in
locally advanced cervical cancer

-- JC. Lindegaard et al.
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Objectives

The FIGO score in cervical cancer doesn’t incorporate certain aspects such as proximal
versus distal parametrial invasion, unilateral versus bilateral involvement or organ
infiltration on MRI.

The aim of the study was to investigate the performance of a simple but wide-ranging
tumour score (T-score) for reporting and prognostication in locally advanced cervical
cancer (LACC).

Tumour score (T-score): degree of involvement of 8 anatomical locations (cervix, left
parametrium, right parametrium, vagina, bladder, ureters, rectum and uterine corpus)
scored according to a ranked ordinal scale with 0-3 points. The total sum of points
constituted the T-score.
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Methods (1/2)

400 patients with LACC (2005-2018) with FIGO 2009 stage distribution IB-IIA 9%, IIB
61% and III-IV 30%.

full diagnostic work up including MRI, PET-CT and clinical examination.

external beam radiotherapy * concomitant cisplatin and image-guided adaptive
brachytherapy

T-score was calculated by summing up predefined criteria.
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Location Scale Score

Methods (2/2)

Disrupted

Not involved
Parametrium Proximal
left Distal

Clinical example of calculation of the T-score in a LACC pelvc wall

Not involved

stage IIB using the integrated information from clinical Parametrium  Proximal

right Distal

Pelvic wall

examination and MRI. Not mvolved

Bladder wall

Bladder

MRI CLINICAL EXAMINATION s edeme
Not involved

Ureter Unilateral
Bilateral

Not involved

Mesorectum
Rectum

Rectal wall

Mucosa

Not involved
Lower third
Middle third
Upper third

Uterine corpus

Not involved

Sta g (S IIB Vagina Upper third

Middle third

T— SCO re = 7 Lower third

Total score 7

W N B OJW N P OJW N B OIN P O|W N R O|lW N R OIWN B OlW N » O

| o 1
L 1%
\; A

)
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Overall survival

Results

« The median T-score was 6 (range 0-20).

100%

75%

50%

25%

0%

T-SCORE AS
PROGNOSTIC TOOL

T-score 0-4, 87 pts

T-score 56, 115 pts

T-score 7-9, 100 pts

T-score > 9, 98 pts
p<0.001

0123 4546 7 8 910
Time, years

The T-score outperformed FIGO stage

for both survival and local control.

5 2 courses of cisplatin (%)

T-SCORE AND CONCOMITANT

CHEMOTHERAPY
100 O
90
™«
80 ~
L NS
60 .—‘cﬁwo\\
~
50 W \NO
OJ~
40 A
\Q i
30 ~ 0
20 G:QQ
~
o ' ' ' ' ' ' lm
0 2 4 6 8 10 12 14 16 18 20
T-score

The likelihood of receiving full course
concomitant chemotherapy decreased
significantly with T-score with only about
50% of the patients being able to receive

>5 courses when T-score = 8.

Use of needles (%)
B 8 8 8 8 8 3 8 8

T-SCORE AND
BRACHYTHERAPY

100

:

0 2 4 &6
T-score

8 10 12 14 16 18 20

Prediction of the use of interstitial

B K 2 B B B
Number of needles

-}

needles for brachytherapy increased
sharply with 45% and 90% of patients

with T-score of 6 and 12 requiring
needles, respectively.



Conclusions

Important prognostic information from MRI and clinical evaluation are missing in

the FIGO classification.

The T-score may predict the ability of patients to undergo concomitant

chemotherapy and the need for interstitial brachytherapy.

The T-score is a powerful full prognostic factor for survival and local control.
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* % W Frozen section examination of
sentinel lymph nodes can be used

H as a decisional tool in the surgical
management of early cervical cancer

Award

-- Rychlik A et al.
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Objectives

Sentinel lymph node (SLN) biopsy is an important tool in the management of early-stage
cervical cancer and aims to decrease the risk of lymphadenectomy related complications.

However, the accurate assessment of the SLN is still under debate.

The main aim of this study was to evaluate the clinical usefulness and role of frozen
section for the histo-pathologic analysis of sentinel lymph nodes in early-stage cervical

cancer.
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Methods

METHODS

178 early-stage (IA1-IB2 FIGO 2018) cervical cancer patients (2001-2018) enrolled,
but only patients with bilateral mapping were analyzed

SLN biopsy and frozen section analysis were used

Combined technique with filtered Technetium-99 microsulfur colloid and blue dye in

most cases
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Results

by patient with bilateral mapping (including micrometastases, excluding ITC)

Bilateral mapping in 153 patients (86.7%)

19 patients (12.4%) had SLN involvement: 13 with macrometastases, 3 with
micrometastases and 3 with isolated tumour cells (ITC)

3 pts out of 13 with macrometastases and 3pts out of 3 with ITC were missed;
no pt with micrometastases was missed.

Sensitivity 81.2% (95% CI 57.0-93.4), NPV 97.9% (95% CI 93.9-99.3)

Only 3 patients with macrometastases out of 153 were wrongly oriented
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Different surgical strategies used today

Traditional Surgical Approach Surgical Approach 2 Steps

Radical hysteroctomy with pelvic node dissection +/- SLN Nodal assessment (SLN +/- PLND)
. Vi
| |
Define pathology Define Pathology (Ultrastaging)
I_ Vi
Surveillance (PLND) tailored RH RH abandoned +/- PALND
CRT
Y. Y.
[ 10 % have combined treatment [ 90 % have two surgeries
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Different surgical strategies used today

Proposed surgical approach 1 step with FS FS is an accurate and useful tool to evaluate
SLNs in early-stage cervical cancer. With a

NPV in the order of 97%, FS allowed to detect

Frozen section® J
the vast majority of lymph nodal metastases.

Out of 153 patients, 150 were correctly

(S)LN negative LN positive (MAC or MIC?) orientated.
(PLND) tailored RH RH abandoned +/- PALND This study has provided an evidence that
J CRT J implementing FS of SLN in the surgical

T management of early stage cervical cancer
Definiti thol ositive . : : ..
A DL ° can impact the intraoperative decision.

with ultrastaging

[ Only 3 out of 153 patients in this series ] " FS of Full dissection if SLN detection fails
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Niraparib therapy in patients with newly diagnosed

advanced ovarian cancer after chemotherapy:
PRIMA/ENGOT-0V26/G0OG-3012 Study

-- A. Gonzalez-Martin et al.
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Objectives

Niraparib has shown progression-free survival (PFS) benefit in recurrent ovarian cancer

(OC) after platinum-based chemotherapy (CT) in all patients regardless of BRCA status.

The efficacy of niraparib in patients with newly diagnosed advanced ovarian cancer after a

response to first-line platinum-based chemotherapy was unknown.

The aim of this study was to show the efficacy and safety of niraparib after first line

chemotherapy in newly diagnosed advanced ovarian cancer patients.
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Methods

KEY INCLUSION CRITERIA KEY EXCLUSION CRITERIA

« High grade serous or endometroid pathology  Patients with Stage III disease who have

- Stage III: primary debulking surgery (PDS) with had complete cytoreduction (i.e., no visible
visible residual disease post surgery, NACT, or residual disease) after PDS
inoperable

« Stage IV: PDS regardless of residual disease, NACT,
or inoperable
« CR or PR following platinum first-line treatment

484 patients with niraparib

733 patients with newly- Primary Endpoint:

Progression-free survival

diagnosed OC at high risk for

recurrence after first line Key Secondary Endpoint:

Randomization

platinum-based chemotherapy 244 patients with placebo Overall Survival

Patient characteristics were well balanced across each arm.  Median follow up of 13.8 months
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Results (1/2)

PFS BENEFIT IN THE HR-DEFICIENT POPULATION PFS BENEFIT IN THE OVERALL POPULATION

100 . 100 P

. R\K—\x Hazard ratio: 0.43 (95% CI, 0.31-0.59) 57% reduction in hazard of . Hazard ratio: 0.62 (35% Cl, 0.50-0.76) 38% reduction in hazard of
- POO0H 1 relapse or death with niraparib - PO\ 1 relapse or death with niraparib
T on Niraparib Placebo § Niraparib Placebo
: T (ne12f) : n neddT)  (e2d6)
g ® Median PFS g o Median PFS
g moths 219 104 T s e months 138 82
b OS%C)  (193NE)  (B3-124) E G8%C) (1548 (1345
i Patients without PD or death (%) i Niraparib Patients without PD or death (%)
: 6 months B6% 8% 2 6 months % 0%
o o Placabo

. 12 months 2% 2% . 12 menths 3% 3%

0 18 monhs 59% 35% 0 18 monthg 4% 28%

0 2 & 6 8 0 2 1 1 8 2 2 4 % 2 0 2 4 6 b 0 2 W M 18 2 2 u % B

r_lﬁt@;?;{iﬁﬁ i Months since Randomization ™ “nitiation of PRIMA ~ 'I Months since Randomization
afte competon of {1 CT, Lt completonof 1L CT,

Niraparib reduced the risk of relapse or death by 57% Niraparib reduced the risk of relapse or death of

and prolonged median PFS from 10.4 to 21.9. 38% and prolonged median PFS from 8.2

months to 13.8 months.

s
a 'y

'-,,1.1

WWW.e5g0.0rg Bes'l"




Results (2/2)

PFS BENEFIT IN PRE-SPECIFIED GROUPS

Hazard ratio for PFS (95% ClI)
0.62 (0.50-0.76) —

Age group

<65 years 0.61 (0.47-0.81) —————

265 years 0.53 (0.38-0.74) —————
Stage of disease at initial diagnosis

[ 0.54 (0.42-0.70) ———

\% 0.79 (0.55-1.12) —
Neoadjuvant chemotherapy

Yes 0.59 (0.46-0.76) ———

No 0.66 (0.46-0.94) —
Bestresponse to platinum therapy

CR 0.60 (0.46-0.77) e

PR 0.60 (0.43-0.85) ——————
Homologous recombination status

HRd-BRCAmut 0.40 (0.27-0.62) .

HRd-BRCAwt 0.50 (0.31-0.83) .

HRp 0.68 (0.49-0.94) o

HRnd 0.85 (0.51-1.43) .

0|2§ G.ISD 1.00 2.=£)0
Niraparib Better Placebo Better

« Niraparib provided similar clinical benefit in the HRd
subgroups (BRCAmut and BRCAwt)

« Niraparib also provide benefit in the HR-proficient subgroup
with a 32% risk reduction in progression or death

TREATMENT EMERGENT ADVERSE EVENTS (TAETS)

« manageable and consistent with the PARP
inhibitor class, most commonly reversible
myelosuppression.

 discontinuation due to TAETs was 12,4%

* no death due to treatment

3 Niraparib, Fixed Dose

Thrombocylopenia-| B Niraparib, Individualized Dose

Anamia—
=3 Placebo, Fined Dosa
B Placabo, Individualized Dose

Platelet count decreased—
Meulrapenia-|

Meutrophil count dacreased
Febrile neutropenia-
Myalodysplastic syndroma]
Pancylopenia=

MNeulropenic sepsis—

T 1 T T 1 T | T 1
100 &0 60 40 20 0 20 40 0 B0 100

Patients (%)

« Incidence of grade 23 hematologic TEAEs were lower

in patients who received an individualized dose of
niraparib



Conclusions

« Niraparib therapy in patients with advanced ovarian cancer provided a clinically
significant improvement in PFS after response to first-line platinum-based
chemotherapy in all patients.

* Niraparib demonstrates benefit in patients across biomarker subgroups

« Patients with ovarian cancer at the highest risk of early disease progression (NACT,
partial responders to first-line platinum chemotherapy) had significant benefit

 No new safety signals were observed, and quality of life was maintained

« Niraparib monotherapy after first-line platinum-based chemotherapy should be
considered a new standard of care
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Maintenance olaparib after platinum-based
chemotherapy in patients with newly diagnosed
advanced ovarian cancer and a BRCA mutation:
efficacy by the timing of surgery and residual

tumor status following upfront or interval
cytoreductive surgery in the phase III SOLO1 trial

-- N. Colombo et al.
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Objectives

 The Phase III SOLO1 trial evaluated maintenance therapy with the PARP inhibitor
olaparib in women with primary, advanced ovarian cancer (OC) and a BRCA1 or
BRCA2 mutation (BRCAmM) who were in clinical complete or partial response following
platinum-based chemotherapy

« Maintenance with olaparib provided a substantial PFS benefit versus placebo (HR
0.30; 95% CI 0.23-0.41; P<0.001)

 The probability of progression free of disease or being alive at 3 years was 60.4%
with olaparib versus 26.9% with placebo

« SOLO1 recruited patients regardless of prior surgical status.

« The main aim of this study was to analyze the efficacy of olaparib in stage III OC
patients who underwent upfront surgery and had no residual macroscopic disease.
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Methods

STUDY DESIGN

- Olaparib tablets Primary
Newly diagnosed, FIGO stage 300mg bid (N=260) q L
III-IV, high grade serous or * Study treatment objective
endometrioid ovarian, primary = Q contlnue.d N Investigator-
peritoneal or fallopian tube -%, é@; FHRTEEEE assessed PFS
cancer N IR « Patients with no evidence
: : 5 >E 2 of disease at
Germline or somatic BRCAm =B ° 25
5 IBE 2 years stopped treatment

Cytoreductive surgery x =352 _ _ _

o " £a” « Patients with an ongoing
In clinical complete response N o partial response at 2 years
or partial response after

could continue treatment

platinum based chemotherapy Placebo (N=131)

2 years’ treatment if no evidence of disease /

s
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Patients free from disease
progression and death (%)

P HFO NO WD MO 0O 00 ~D 0D WO O
1

(=Y

Results

PFS BASED ON TIMING OF SURGERY

Upfront surgery Interval surgery
Olaparib  Placebo [SOlapariby Placebo
(n=161) (n=85) (n=94) (n=43)
Median PFS, months NR 15.3 33.6 9.8
h HR (95% CI) 0.31 (0.21-0.46) 0.37 (0.24-0.58)
- Progression free at 3 years* (%) 69.0 32.0 46.8 19.0

Olaparib: No residual
disease

Olaparib: Residual
disease

Placebo: No residual
disease

Placebo: Residual
disease

03691 112 2233233444555 6
2 58 14703609 2581470

Month

[N N S

since randomization

PFS was significantly improved regardless of the
timing of surgery

WWW.esgo.0rg

Patients free from disease
progression and death (%)

PFS BASED ON RESIDUAL DISEASE STATUS FOLLOWING SURGERY

No residual disease Residual disease

Olaparib Placebo Olaparib Placebo

(n=200) (n=98) (n=55) (n=29)
NR 15.3 294 11.3
10 1 0.33 (0.23-0.46) 0.4 (0.25-0.77)
98 . 64.6 2838 475 24.1

80 -
70

60 1
surgery
50 1
40 - Olaparib: Interval
surgery

30 A
Placebo: Upfront
20 1 surgery
Placebo: Interval
10 1 surgery
0 -

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60
Months since randomization

PFS was significantly improved regardless of the residual
disease status after surgery

Best

Olaparib: Upfront



Conclusions

Consistent with the PFS benefit seen in the overall population in SOLO1, maintenance

olaparib provided a substantial PFS benefit across all patient subgroups including:
« Patients with a complete cytoreduction

« Patients who had undergone upfront surgery and had no residual disease

A substantial PFS benefit was seen regardless of the timing of surgery or residual
disease status after surgery, indicating that all patients with newly diagnosed,
advanced high-grade ovarian cancer and a BRCAm are at high risk of progression and

achieve substantial benefit from maintenance olaparib
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Surgical algorithm for sentinel lymph nodes

detection in early-stage cervical cancer:
Insights of SENTICOL I and II cohorts

-- Balaya V et al.
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Objectives

OBJECTIVES

The aim of the study was to describe and assess a surgical algorithm for sentinel lymph
nodes (SLN) detection in early-stage cervical cancer to improve lymph node staging.
METHODS (1/2)

Data from two prospective multicentric trials on SLN biopsy for cervical cancer
(SENTICOL I & II) re-evaluated

305 early stage cervical cancer (stage IA1 with lymphovascular space invasion
to stage IIA1) patients with SLN biopsy and full pelvic lymphadenectomy (PLND)

Combined technique: Patent blue and radioactive tracer

No positive lymph nodes on the preoperative evaluation clinically and radiologically
by CT and/or MRI
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Objectives & Results

METHODS (2/2)

The surgical algorithm was retrospectively applied and consisted in exploration of the following area:

External and Bilateral Parametrial = Unilateral SLN detected ? AN N
: . il t : o SLN detected
interiliac area - comgwr(ég iliac - and g:::zacral - par:%%r g - > Controlateral PLND - - Bilateral PLND

RESULTS (1/2)

Most of the patients were stage IB1 (86,3%), with squamous cell carcinoma (74,1%) and
treated with minimally invasive surgery (91%).

Total Patients: 305
« Patients with SLN+: 52 (17%)
« Patients with node+: 61 (20%)

86% of positive lymph nodes were located at the external/ interiliac area
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Results (2/2)

Cervical injection of Patent blue and Tc99m
305 patients

710 PLND
Eplorat f Yes 200 patients (65.6%) _ Total PLND = 400
External and interiliac area 41 patients with SLN+ (78.8%) Nséilfauooil PLND avoidable 318
Bilateral SLN det 41 patients with N+ (67.2%) = (79.5%)
Yes 220 patients (72.1%) - Total PLND = 440
44 patients with SLN+ (84.6%) N PLND avoidable 352
44 patients with N+ (72.1%) (80.0%)
227 patients (74.4%) - 100% Total PLND = 454
L 46 patients with SLN+ (88.5%) NSF?V _ ﬂfoafb PLND avoidable 362
46 patients with N+ (75.4%) (79.7%)
Yes 2_2? patlgnrs (74.8%) Se = 100% Total F‘LI\_ID = 456
_Paraaortic area 46 patients with SLN+ (88.5%) NPV = 100% PLND avoidable 364
Bilateral SLN detected? 46 patients with N+ (75.4%) (79.8%)
55 patients 283 patients (92.8%) Se = 91.2%
6 patients with SLN+ (11.5%) 57 patients with SLN+ (100%) NPV = 97.8%
11 patirnts with N+ {18%) 57 patients with N+ (93.4%) :

22 patients (7.2%)
4 patients with N+ (6.6%)

305 patients (100%)
52 patients with SLN+ (100%)
61 patients with N+ (100%)
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Conclusions

This multicentric evaluation validates the use of a surgical SLN algorithm in early-stage

cervical cancer.

In case of bilateral negative SLN, full lymphadenectomy could be omitted (negative

predictive value: 100%).

This algorithm permits to identify all patients with nodal spread and may imply a

decrease of unjustified PLND.
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Y P Detection of mMRNA of CDKN2A,
MKI67 and TOP2A in liquid-based

Young Investigators CytOIOgy aS biomarker Of high_grade
Qiiliesentations lesions of uterine cervix

Award

#ESGO2019

-- N. Carreras et al.
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Objectives

The identification of the expression of host-cell gens involved in cervical carcinogenesis
induced by high-risk human papillomavirus (HR-HPV) may be useful to identify

patients harbouring high-grade squamous intraepithelial lesions (HSIL).

Identifying HSIL would help to select patients who might benefit from an immediate

colposcopy of further treatment.

The aim of the study was to evaluate the performance of mMRNA detection of three
biomarkers (CDKN2A, MKI67 and TOP2A) in liquid-based cytology to identify HSIL.
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Methods

Observational prospective study including 250 patients referred to colposcopy that underwent:
1. Cervical sample for liquid-based cytology and HR-HPV testing;
2. colposcopy, and at least one biopsy

3. CDKN2A, MKi67 and TOP2A mRNA detection in LBC specimens by reverse transcription and quantitative

polymerase chain reaction (results expressed in ACycle threshold, which is inversely proportional to gene expression)

Available for analysis: 243 (97.2%) samples that yielded adequate material

Five study groups were considered

1. CONTROL GROUP 2. HPV positive group 3. LSIL GROUP(n=38) 4. HSIL GROUP 5. DISCORDANT GROUP
(n=35) (n=49) HR-HPV positive (n=105) (n=17)
HR-HPV negative HR-HPV positive Normal/ASC-US/LSIL HR-HPV positive HR-HPV positive
Normal/ASC-US cytology Normal/ASC-US/LSIL cytology cytology HSIL cytology HSIL cytology
Negative biopsy Negative biopsy LSIL/CIN1 biopsy HSIL/CIN2-3 biopsy LSIL/CIN1 biopsy

-
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Results

ACt Mean comparison between study groups

Control group HSIL group p?

ACt TOP2A  4.03 (3.54 - 4.51)  2.61 (2.17 - 3.05)  0.0004

ACt 0.35 (-0.36 -

Significantly higher expression of the three biomarkers in HSIL group
compared to control group (p<0.05)

Sensitivity and specificity of CKN2A, MKi67 and TOP2A for HSIL
detection

Sensitivity (95% CI) Specificity (95% CI)

72.0% (62.2 - 80.1) 66.7% (48.8 - 80.8)

59.8% (48.9 - 69.7) 80.0% (62.7 - 90.5)
*Sensitivity of cervical cytology for HSIL detection: 50%-80%+
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ACt Mean comparison between discordant and HSIL
group

HSIL group Discordant group p?
ACETOP2A . 2.61(2.17 = 3.05) ... 2.99 (2.22 - 3.76).....0.4988
ACt MKi67 2.95 (2,54 - 3.37) 3.57 (2.70 - 4.44) 0.2583

ACt CDKN2a -1.17 (1.52 - -0.81) -0.97 (-1.92 - -0.22) 0.6780

Patients with discordant results between cytology and biopsy,
showed higher expression of all biomarkers compared with the
control group (p<0.05) and similar to HSIL group (p<0.05)

**Torné et al, Guia de cribado del cancer de cuello de Utero en Espafia 2014. AEPCC. 2014
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Conclusions

MRNA detection of CDKN2A, MKi67 and TOP2A in liquid-based cytology
samples showed similar sensitivity than Pap-test to identify women
with HSIL.

Further studies are needed to confirm that host-cell mMRNA detection might have a

role in secondary prevention of cervical cancer.
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Overview: Best of ESGO 2019

The Best of ESGO 2019 project highlights the most relevant data
presented at the world’s biggest gynaecological oncology event in 2019:
the 21st International Meeting of the European Society of Gynaecological
Oncology.

The abstracts chosen for this presentation and discussion reflect the
foremost clinical research and strategies in oncology that will impact our
patient care.

The slides report the most recent relevant findings in the management of
gynaecological malignancies presented in Athens, November 2019.
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Sexual activity and vaginal functioning in patients
with locally advanced cervical cancer following
definitive radio-chemotherapy and image-guided
adaptive brachytherapy (EMBRACE study)

-- K. Kirchheiner et al.
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Objectives & Methods

OBJECTIVES

EMBRACE: prospective, observational, multicenter study on image-guided
brachytherapy in locally advanced cervical cancer.

The aim of the current study was to evaluate the pattern of sexual activity and
its associations to sexual/vaginal functioning within EMBRACE study.

METHODS

Prospective assessment with EORTC quality of life questionnaire CX24 at baseline prior
to treatment, every 3 months after treatment 1st year, every 6 months 2nd + 3rd
year, yearly thereafter (2008-2015). Baseline: n=1027 patients. Follow-up: n=1044
patients. Median follow-up: 36 months.
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Percent

Results

SEXUAL ACTIVITY SEXUAL ENJOYMENT

Hnot at all [Every much

Ea little Emf_\tt-t(le a bit
quite a bit a little

W very much 90+ Mot at all

100

90
80 80—
70 704

50 50

Percent
(%]
(e
1

507

40 404

2 301

201
20

10

BM 3M BM 9M 12M 18M 24M 30M 36M 43M 50M
FUP

BM 3M BM 9M 12M 18M 24M 30M 36M 48M 60M
FUP

* increases after treatment « 37-48% of patients report to have

* reaches a plateau at 6 months. ‘not at all’ or ‘a little’ sexual enjoyment
* no time trends visible.

Pain during intercourse is significantly correlated with

vaginal tightening, shortening and dryness.
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Vaginal dryness:
- Increase after treatment,
*  No improvement later.

Pain during intercourse:
- Increase after treatment,

+ slightest improvement over
time.

Vaginal shortening:
- Steep increase after treatment,
*  No improvement later,

- “a little” vaginal shortening
seems to be gradually
increasing.

Vaginal tightening:
- Steep increase after treatment,
*  No improvement later,

« Reflect fibrotic vaginal
changes, irreversible.



Conclusions

>50% of the women are sexually active after treatment;

~1/3 report sexual functioning problems;

Sexual enjoyment is compromised in ~50% of sexually active patients;

Treatment-induced vaginal changes (dryness, shortening, tightening) are

associated with dyspareunia.

Efforts to prevent vaginal morbidity and provide sexual rehabilitation

programs are warranted.
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TP53 mutations in cell-free DNA as early marker
of therapy response in platinum-resistant ovarian
cancer

-- A. Vanderstichele et al.
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Objectives & Methods

OBJECTIVES

Detecting tumour-specific genetic alterations in cell-free DNA (cfDNA) obtained from
cancer patients allows for a quantification of the tumoral fraction, i.e. the circulating
tumour DNA (ctDNA).

This hypothesis was tested on cfDNA samples collected in GANNETS53 trial investigating
the addition of Hsp90-inhibitor ganetespib to standard paclitaxel weekly regimen (P
+/-G) in platinum-resistant ovarian cancer (PROC);

« Cohort: 133 patients were randomized (90 P+G vs 43 P);
* Primary endpoint: PFS;
« Results: addition of ganetespib to paclitaxel did NOT improve PFS.
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Objectives & Methods

The aim of this study was to explore the predictive role of early negativation of TP53
mutations in circulating tumour DNA (ctDNA) in outcome / therapy response.

METHODS

« Archival FFPE tissue (central review + somatic TP53 / BRCA sequencing);

« Blood samples for plasma extraction (EDTA) at start and during treatment.
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Results

ctDNA was detectable in 64.6% of baseline samples. Baseline CA125 did not differ between
cases with and without detectable ctDNA at baseline.

« Detection of ctDNA predicted a worse overall survival.

ctDNA negative status after 4 weeks of treatment predicts better overall survival;

» Paclitaxel mono + ctDNA negative: PFS HR 0.65 (0.33-1.29) / OS HR 0.28 (0.16-
0.65).

ctDNA negative status after 4 weeks of treatment predicts better response rate;
* ORR 40.5% in ctDNA negative & 16.1% in ctDNA positive (p=0.047).

Highest objective response rate (ORR) was in patients where ctDNA was detectable and
disappeared.

Patients, where ctDNA remained or became detectable, had worst ORR.
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Conclusions

Quantification of TP53 mutations in cfDNA of platinum-resistant ovarian cancer

patients has prognostic value at baseline.

Favorable early changes during treatment may predict therapeutic response (early

identification of non-responders).
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Prognostic relevance of the molecular classification

in high-risk endometrial cancer: Analysis of the
PORTEC-3 trial

-- A. Leon-Castillo et al.
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Objectives & Methods

OBJ ECTIVES PORTEC-3 inclusion criteria

* Stage IA EEC grade 3 with LVSI
PORTEC-3 trial investigated the benefit of combined ot rEeg drade?
adjuvant chemotherapy and radiotherapy versus . Stoge I, IF. 111 NEEC
pelvic radiotherapy alone for women with high-risk
endometrial cancer (HREC).
Recent studies have discovered and confirmed four
different molecular subclasses in EC, with each PR i B —
having a distinct prognosis; POLE-ultramutated, T e
microsatellite unstable, copy-number low, and copy- !%! — Mp !%!

number high.

« Uniform treatment
schedule

= Upfront pathology
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Objectives & Methods

The aim of this study:
« evaluate the prognostic significance of the molecular classification in HREC using tissues from

consenting PORTEC-3 trial participants
« evaluate molecular subclass specific benefit of combined chemotherapy and radiotherapy.

METHODS

« tissue samples obtained from 410 of the 660 participants in the PORTEC-3 trial
« tumours classified into four molecular subgroups of endometrial cancer with prognostic value:
* 92 (22%) samples were p53 mutant staining (p53abn)
« 2 (13%) POLE ultramutated (POLEmut)
« 137 (33%) MMR deficient (MMRA)
* and 129 (32%) no specific molecular profile (NSMP).
« treatment well balanced between molecular subgroups
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Results

RECURRENCE-FREE SURVICAL (RFS) OVERALL SURVIVAL (0S)

100 | e 100 - -

g 75 S 75
s I
? ?
(O] (]
g o
o 50 s 50
o o
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& 3
g g -
x 25 — p53abn x 25 — p53abn
—— POLEmMut — POLEmut
— MMRd — MMRd
NSMP NSMP
0 0 -

Five-year RFS for patients with POLEmut, p53abn, MMRd and OS for patients with POLEmut, p53abn, MMRd and NSMP EC was

NSMP EC was 98%, 50%, 74% and 76%, respectively (p<0.0001) 98%, 55%, 81% and 88% (p<0.0001).

« p53abn was the strongest prognostic factor for decreased survival, while pathogenic POLE EDM was
the strongest favourable factor

« Patients with p53abn HREC had significant benefit of combined adjuvant chemotherapy and
radiotherapy (5-year RFS with CTRT 61% versus 37% for RT, log-rank p=0.015).
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Conclusions

The molecular classification provides better risk stratification than

histopathology alone.

Patients with POLEmut HREC have excellent clinical outcome, suggesting these

should be classified as low-risk, independent of other pathologic variables.

P53abn EC is the strongest predictor of poor clinical outcome, and these

patients had significant benefit from added chemotherapy.

Molecular characteristics should be incorporated in clinical diagnostics and decision

making and future trials should address molecular subgroup-based treatments.
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When to stop futile treatment towards end of life in
gynaecological cancer patients: A population-based
study in Oslo county, Norway

-- K. Lindemann et al.
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Objectives & Methods

OBJECTIVES

Gynaecological cancer patients have a high symptom burden, especially when it comes
to the recurrent setting. By using palliative chemotherapy, only half of the patients
experience an improvement in quality of life.

The aim of the study was to evaluate the provided end of life care in gynaecological
cancer patients as well as to identify possible gaps and patterns in end of life care.

METHODS

» retrospective observational study
« patients who died of gynaecological cancer in Oslo county, Norway, 2015-2017
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Results (1/2)

« 163 patients were included: 61% with ovarian-, 23% with endometrial-, 13% with cervical
cancer and 3% with other gynaecological cancers.

« 29% patients with ovarian cancer had received more than 3 lines of treatment.

» 9-25% of the patients died in nursing homes where no structured palliative care is offered

« Although approximately 60% of patients wish to die at home, only about 10% did so in the end.

CHEMOTHERAPY
WITHIN 30 DAYS

Ovarian
cancer

21% of
patients
received

chemotherapy
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INTERVENTIONS LESS THAN
30 DAYS BEFORE DEATH

Unknown

Ovarian
cancer

i.e. drainage of
ascites/ pleural
effusions,
pyelostomas,
colo-/ileo-
stomas

REFERRAL TO
PALLIATIVE CARE

Unknown

Ovarian
cancer

only 63%
patients
referred
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Results (2/2)

MODIFIED GLASGOW PROGNOSTIC SCORE (MGPS) AS PROGNOSTIC FACTOR FOR SURVIVAL

8 | CRP <10 mg/L and albumin =35 g/L 0
<
Median survival CRP ..... 10mg/L andalbum|n<3Sg/L ....................... 0 .............
T - 2.5 vs 6.3 months, CRP >10 mg/L and albumin <35 g/L 1
% p<0.001 ............................................... ........................................................
£ CRP >10 mg/L and albumin <35 g/L 2
23
ﬁ « The modified Glasgow prognostic score (mGPS),
Su- a combined score of CRP and albumin, was
evaluated as a possible prognostic score before
- | , the start of a palliative chemotherapy. Patients
0 5 10 15 20 with a higher score had a significantly higher
e possibility to receive chemotherapy although
mGPS 0-1 mGPS 2 . .
those were the patients with poorer health status.

SeE 7 b | 1= Esc@zm?



Conclusions

All gynaecological cancer patients should be referred early to palliative care to avoid

futile treatment at the end of life.

The mGPS should be considered when starting palliative chemotherapy to avoid

overtreatment towards end of life

The patients needs and expectations should be taken into consideration when it comes

to making decisions about end of life treatment to provide a good end of life care.
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